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(57) BSift] 

5£(I) 

Hfcl] 




X, X, 

nTV^7z=;K h5tl«D-l(2 
H) - If U 5 y=A-ittt2 - tf V - 1 -t^'J V~ 



UT7K*^fc«ADT?&0 i^tTR 1 , R<» R s *3<i: 
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m&m 1 ] a ( i > 




(i) 



x, x 2 



RiM^CiOIi$n57i-JK 2-t+V-fh7tHD- 1 (2H) 

#/^ou7sy> 7x;k 7M;k *;wx*-t;p, n-t^^^w^^^ 

R3. R4 % Rs&^tfRe^ <ht> ilB#*aSTte<r*«£N R 3 < R"> 

CSW*3R2] Ritt»£KJ:0C,_,7;Hr-»'. C,_ 6 7JWl/^*; C,_ 6 

7;^x^7^-;i/ ; c,_ 6 7;u^;ux;i/*-^ ; c,. 6 7;U3+x ; tHP+ 
y;75/ ;ad ; #;P#*-> ; c M 7^3*^*^#=^ : - ^ a : c i-6 7 

■ C^7)V*)V*)Vn^)V ; V-C x _{7)V*)V*)Vn^)V ; MJ7MO 



( 3 ) 
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;V-)H H ; *J- C X _(7)V*)VV W F ; C H 7^XM=;^S' ; 2 
-^VtD'jy; ; N-^y-N,N-^-C H 7M^75/ ; C,_ 6 7 

^ ? ^;i,7^^ ; C,^7JU*>^*>75 h* ; C,. s 7^*7-f ^ : C,_ 
s 7;lo*5/*;U#-* ; 7,^^>75 H ; i3)Vt^)V ; C^Wl^^A* 
*-f* ; *J-C { -i7)V*)Vt>)Vrt^)V ; C,_ 6 7;i>=i*-> : Cn7K** 

-C H 7MJWH H ; 75/ ; C,_ 6 7;U*;P7 5 / £fcfcU>- C,_ 6 7;U 
. ^7KK, 5>**-;U«7lH'K, 75/, /^;U7 5/*fctt^^^7 



(it*. RMJ**, C,_ 6 7,HO*^ ad. c,_ 6 7;^;^^7-f-^*/t 



[it 2) 




S-CH 3 



(la) 



( 4 ) 



^2002-520316 



[H#S17] RU42-*4rV^h9tHn- 1 ( 2 H) - tf' J 5 V-JW 

[fS5RJS 10 3 it 
Mb 3 3 




CI 



tt#;i/#*>-T*0 ; R*tt**-C*0 ; R'teS'TV S/cte-bDT&D ; R5 

tS^RJll 13 N- [ (S) -2- (3,4-^DD7i=;W -4- 
[4- [ (S) - 2 -/fJPXJl/7^-;i'7xZ;H -i-e^Uy^H ^ 
;u] -N - / fjk- 3 - y 7 / - 1 - 5 H S fct^ffllf WC^ I ^ 5 

Cm9>K3K 1 2 ] N- [ (S) -2- (3,4-^DD7i-M -4- 

[4- (4_/^^x- (s) - 2-*?)V7s)V74—)V7x.-M -i-tf^ 
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m#mi 3] 3C (IX) : 

Mb 4] 




(IX) 



X, X 2 



-RHtmimix'femisnrzMQX'&v ^urhj-cho, -ch 2 or> 

[tfl^JJt 1 6 ] ^(D^K^#^^ffi^f^3l 1~14 (DfSjn^J® 

[m>m \ 7] a) as: (no nits®}** (iv) <o^«» 
Mb 5] 



^2002-520316 



R 




N — L 



(III) 




(IV) 



X, x 2 

b) a (v) ©fls£«*5S (vi) <zMfc£^ 
Mb 6] 

R 1 



(V) 





(VI) 



( 7 ) 



#3c2002-S20316 



i) f^TOfll^i^L ; 



#3<2002-520316 



[0 0 0 1] 
[0 0 0 2] 

. Pj|?Llft*©^+*— ^fcttPWR (SP) . -zl-p^z:>A (NKA) *5<fc 
D^n^-D^->B (NKB) S&lC. #«^y^FKY*5<k^*«^ 

^- h'Ktllfan§W< tt) 2i0N-*»5$n«©NKA^5,. 

NKl (-^-D^-> 1) , NK2 (-n-D + - >2) *«ttfNK3 
[0 0 0 3] 

hffiLfcJ^fc. SP, NKA#«fctfNKBtt*te«>#.^K#£'r*. SPtt 
L«b«NKAt-ii;ISn. NKA*«fctfSP*«*^ 

[0 0 0 4] 

>©a^^ffl «cns T-of^ffl osit^A <=> nx 
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KittfilWCMBltttCt*. hH»©«M»«»tt 
[0 0 0 5] 

[0 0 0 6] 

Mtt®Mftt**fc. tnsom »»*J:»«»**««-*-*fcae). figs 

[0 0 0 7] 
[0 0 0 8] 

> m<Dm 



( 10 ) 



*H<t2002-S20316 



iiM^S. ^n— £flg|^(gastric emptying disorders), 
[0 0 0 9] 

WiMaggi, CA.. Patacchini, R, Rovero, P*3j:^Giachel 1 i, Atf> r 
^**^>£&#43«fctf***:i>S£#7>*=r— X hJ • J- Auton. Pharma 
col. 13, 23-93 (1993^) ; McLean, S. <D rNK 1 ^*+->»©#^ 
^H7>^zf-^hj , Med. Res. Rev. 16, 297-317 (1996¥) ; Raff a RB<D r 

c n s ^3ii5«fc of#iiJKtt*fcttffio««^ w*-3L- a *=.><D»]mtz'&m 

J , Ncuroscicncc & Biobchavioral Reviews. 22(6), 789-813 (1998^10^) : 
Holzer, ?<D r^M^§t;43ttS^++->^^^->b->iS^-^ 
. Digestion. 59 (4). 269-83, (1998^ 7 - 8 fl) ; Maggi C 

, Pharmacological Research. 36(2), 153-69 (1997^-8^) : Kudlacz EM 
<D Wjift.ec£Lj , Invest. Drugs 7(7), 1055-62 (199830 ; MtfKvon Spcrc 
hcrb^Drugs, 1 (1), 73-91 (1998*F)T*£. 
[0 0 10] 



( II ) 



#^2002-520316 



h8H4**rrs. T*B3t (I) ©t7^U>*5«tD?^'Jy>iOIil 

a^^-rs^<h(CJ:0, NK l*J c fcr/NK2^#:(DfS'|4cDiiJ^$:Sgx.-S)C:<i: 

[0 0 11] 

IfcjJ^T, ( I ) 

Ut7] 




X, x 2 
(^"f, RtetT-^jkr&o ; 

Rm®-£HZ&r)m&l2nZ>y^-)U. h^th'P- 1 (2H) 

- tr U 5 s^usfcfi 2 -**v - i - tf ^'J >>-;pt-& 0 ; 
Rni7k&\ z;n3^v% tj^/'T rjm^^Jki^k 7;u 

; 

X,£AcW:X 2 tf) 1 f|Alrt<A X,*3<fcZ>*X 2 «345£L 

R3, R4. R5*5j;OCR6tD^^^<«ht> lP^TK^T^V^^, R3, R4, 
R5i3d:^R6«ffi5£LT7j<^, y7A - ho, h U ?;kTD * h*:k NU7 



( 12 ) 
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[0 0 12] 

w^*m?&mmmmmt*mm*MVrt-z>. i msui<D{&m7)i> 

*)vm. ^ )ii£tz\$7 a ¥)wmMw<D7 jump's LT 

jm, m7L\Zc x _ 6 7)V*)V-T?&z>. rrxki te7;u*;i^;ktf-;k«. 
\zc^7)Vt> y-r )v*Mvk'fz>o ^^7->jh \t7)v^-)v^ti)v-^-)vm 

[0 0 13] 

Rtt7;i/*;k #JxJ£*^Jk xfj^/c«n -yn t^k^^C^T^ 
*;kC&3o $7-£L<teRte;WkC&D, ^ntc£ 0-^4$<t LT#fgWaR 

mommtLx, -^m\t^ (n (:&<k r«/^;ut-*o. rk x,&<fcz>* 
n-7)V^r)Vti)vn^ ;k N.N-s?7;mr;u*;wt*-r;k tH 

[0 0 14] 

M^tem&mziZ: 0^7 )i*)i><D&?t±7 0ij;ttf.*^;u£fc«x?- 

3^; c I . 6 7;^;i/x;kT^r:;i/<7D c td^7;P4 i ;k7.;k>'^r:;k 3 1 
;ux;k7^r— ;k x^;i/x;k7^^;k*fcti^Dtf;kx;k7^-^ ; c,. 6 t;p 



( 13 ) 
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?)V*)V*-)V\ tFD^py; C,. 6 7 Jl^ 5 fr7 )VX*~>* WXtf.* 

h + y*fc(ixh^y;75; ;AD, m^7)V^a, $ua. 7nttiZ\* 

;P75A m&*^7S/£fc«X?\>P75/ ; y-C,. 6 7^W5^ 

;wrE-r ;KO«fc ? 7^)Vf))vn^ )V (^t7»ii^) 

>x;^>75 F©«fc3fc7Jl/#>*Jl'#>75 CTA^^>^^>75 
K ; C l _ 6 7)\>lJ/'()UD& J 5tz7)Vl3S4)l* m%.\*7tt)V ; X* -»75 
K ; N-C,_,7;m^^ N-C,. 6 7;Wl'75/«J:^^N-7;Un^'>> 

N-r;i/^;i/7sy, #i*.fcfN-* h+S'. n-^ws «/ ; c,_ 6 7;p*x* 

75 h ; h* ; ChTJWWW FWcfc?&7;U+Jl^l<"f H, *J;ttf 

/^Wl« (MeNHCONH — ) ;y-C H 7WfKFO^S 
->*-7;U=M,£ W H> mtf^*^^ K K ; C l . 6 7;^^^r;^ 
+ ->c7) c fce.7 > cj:7;i/^;y7>;k^-^^^->> «^tf ^^x;^-^**^ ; 2- 

t+veo'JyV ; N-^V-N.N-y-C^W^/^^^N- 
5J-* V - N . N - V 7)V*)17 «itfN-**V-N,N-W^75y 

: c I . 6 7;kn^^^;u^-Ji/75/wJ;^^7;y=i^^^^-^75/, #J 

<7) c te>7 t cj:7;yzi + ^^->'i'^>'^ ;:1 ^^ 5y ' 0>J*.tf* h^^^;^-;u^j 
;i^-^7$y ; c 1 . 6 7M^;w^^c 1 . 6 7;^+y©i^a7;w 

AJl/At-f^n + y, WZ.&t^Jl'iJW^'f h^-is \ =J-C\-{7)V 

, «^.«5?>^*;w^-f^/h*^:*J<fc^c M 7;i/^ WAtf-tBtt 



( 14 ) 
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[0 0 15] 

)V*)],XJl,7 <( =.)V* m*.\Z*?-)\<7)V7 4 =)\>* X.?)V7.)V7 4 -)V2.it\Z7 
u\d)V7,)V7<<=)V; C x +7)V*)VK)VH»~fr* m^^)lX)V^=.)^fz 

Ztt* VZ-isJDVX-fr ; X^y>7S H ; iJJV/tt )V : C,.{7 )V*)Vt))V 

*-r;k mtfN-*b*^ N-^k^ww^; c,_ 6 7;k*j/-Ok7 
h* ; i>-C H 7W7W h\ H ; 75/ : 

c H 7M;P75/> m«^^7 5y*^«x^;uT5y : v-c,_ 6 t;u 
j^k^k^WN*^;^;^*^ ^^w^^/^^-f ^* f*'> ; 

[0 0 16] 

•0^7)^)^)17 4=-)^ m*M.*T)VX)V7 4 -to. ^)V7s)l74 = 



( 15 ) 
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;i/*fc«yot!;i/x;U7>f =.)]/ ; C,_ 6 7;Mp;k*;k*x;k m^^J-)V7,)V 
7ft-;i,££tex^kX;k*x;W ; hU7MD/fW; h'J7MD^^ 
TJky-fx;!/; C,_ 6 7;kft>7Jk*>7$ h\ #J;U£*^>7Jk*>7 5 F ; 

c,. 6 7^*/-r;K ^j^-^-fe^^s/t^yDtr^--^ ; c,. 6 7;U3^^*;i/ 
#x;k 0*J*J2* h*^;k*x;i, ; 7.^»7S F : ts)Vn^)V ; C,_ 6 7 
jMnfcfcju/'^E-Ok mtf^Jk^w^-r^ ; v-c,_ 6 7;k*;kfr;w\^E 
<;k m^v^^^tDin^ )v c x .{7)V3^-^. c x .{r)V^-)VtDvn^z 
-ok m^N-* f*^> N-^^^^/N'^-r;!/ ; c,_ 6 7;k*»/'f ;k7$ 

^JA«7H^;k75y ;7l/-fK, C,. 6 7;^9KK, #J;U£*^;U 
F ; -/-C,. 6 7M;WH h\ 0J*tf^*5\>K7K h' ; 75/ ; C, 
_ 6 7;WkT5/, mtf;*^7$/££:teX^;kT5/ ;*fe«v-C,_ 6 

[0 0 17] 

,. 6 7^;k m^^k^fctex^ : c,. 6 7;^;p^^-, #j*_tf*5r;k^ 

^r^.tz\t^)V^ ; c,_ 6 7;wi/7Ji<7^x;k 

, x^7.;U7-<-;u^Ac«7otf;i/7 l ;i/7^-;u ; c,_ 6 7;M^k*Jk*x;i/ 

/h^x, x H^^S/c«7°o#+-> ; ao, ^Jx«7d^e. y)U*a. ?au 
SfcteB-K ; t>)l#*is ; C,_ 6 7;ka*:>;*7Jk*x;k #J;U£* b*ist>)V 
tfx;u ; c,. 6 7;k^/-r;k mx.&7-t^)U$.fz\Z7°n¥*=-J\' : xho ; 7 

= y ; c,_ 6 7;k+;k75y. mtf*^kTS/£*:tex^;k7$/ ; v-c, 
. 6 7;i/^;k75y (££T7;i^hS«ffi-2;£«54&£> > Wx-iZ'stTfrT 

5 / ; FU 7;k^o/^^ ; CF 3 S (O), (uCTx«0-2TS4) . #*J*J;£ 

K U 7;k^-o ^^;k^^-. F U y)V^ru *^)17>)V7 4 x;k£;tte F U ^;u^-n 
^^;kx;k^x;u ; c,_ 6 7;k^/-r;kT5 / , 0y*.fcf7-fe3MkT$/ *fctt7* 
□ e^x;krsy ; c,_ 6 7Jl^;kx;k*>7$ F\ 0y*Ji;Wkx;k*>7$ 
F ; 7 U-f F ; C x _ 6 7)]s*)Wls<1 F\ F (MeNHCO 



( 16 ) 
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jsjH — ) , y-C,. 6 7M;WKh'- mMtVtWZMl* (Me 2 NCO 

NH _> -tj^n^iv, c ] _ 6 7)\,*)vt»v;^<i)\>. m********** 

4)],; ^-C^m^^W^ (^t7J^Ml^-StlW^ 
[0 0 1 83 

[0 0 191 

n,*D****»:7-r=;k ^>^>75H, 7iz^k ^^^^ 
-;k Xi/y>75H. *;W*E-Ok *?)V*)VJ^)V. V *=f-)V* 

^ W KH. ^fJWKH, 757, y^;U75/&J:tfv*^75/ 
[0 0 2 0] 

-TP. -7^7KH. 757, ^W3/*fcl*S'^W5yT*S. 



( 17 ) 



#^2002-520316 



-eB^n, 2,4-yi^7x-M, JTtL<tt2-MeSO, 4-Ht&7 
[0 0 2 1 ] 

[0 0 2 2] 
Mb 8] 

S-CH 3 

(la) 

^Tui^-Jk c,_ 6 7;m*y\ 75/. ad, #;utf*->> c i . 6 7^/< 

rhD, N-C,. 6 7;^^75 7. y-C,. 6 7Jl/W5A hU 

)V&£&i?-C x j7)\'*F)U3)W< : e'( JUT**) T&D ; tbTRW#*T» 
*<t£4fcT**. «fc0fiF*L<»4. R«te*3fc» c,_ 6 7;u:3*^ mtf^H* 




( 18 ) 
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[0 0 2 3] 
[0 0 2 4] 

S-CH 3 

(lb) 




[0 0 2 5] 

WOitlCjS^, R<«2-^Vfh7tHD-l(2H)-tf'J5 ->~JU 
[0 0 2 6] 

rt,wW!>;w*E-f **fcttx*ju*;u/*£-f* ; *j-c„7 ******* 
iw^kn.n-vt*****'^^ *?**>***-<» - 



( 19 ) 
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KHZ-fr ; ttiDVJ^-UV (NH 2 CS-) ; C x _ % 7)l*)V?-*t>)V 

)V (Me NHC S — ) ; V-C^7 ^iVtttDW^ )VV>& ofcN, 
TJ^J^^tDU/^-OV. m^L\t s J^)V^iJ)Vn^ )V (Me,NCS- 
) ; c x .{7)Vzi*i'V>&ots.7)Vzi*is. mx\X* h*->*fcttih*'/ ; C, 

\%-?u\L* J ; C x _{7)VZi*i't))V#—)V<D&?ts.7)Vn$-i'-t})V-#~)V 
[0 0 2 7] 

[0 0 2 8] 

-57 1 -JUT #SL<«R*fckfc&*fcttfcKn*xTr&0> 
*U<tt**-TNfcS. RW2 -^y-fh7t HP- 1 - (2H) -tf'JS 

. B'j05flg^(C*3^T, RW2-**y-fK5kHD-l- (2H) -If US 
[0 0 2 9] 

P h -X,. Xjtt/NDK.fcg^y -Sfctt^-t*StiS7i^?*S. » 
il/<liADlWODifcli7JWPTJ&0. #tCPh-X,,X 2 tt4-^DP 
. A-7)V*u. 3. 4-y7MDifctt3, 4-^aat*5. 
T3, 



( 20 ) 
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[0 0 3 0] 
[0 0 3 1] 

«fc 0#f * L < «R3*j«fc^R6tt7K*T* 0 . R«tt^7 / Sfcte- h PT& 0 
. -tUTR5ti***fctt*>7y"C*«. 

Jftfefi 1 * L<ttR3. RS:|3«fctfR»tt#*"TN&D, fl/TR*tt^7/*fctt= 
ho, #lCx7yT*0, 3 -$/TS -+79 -1-4 
[0 0 3 2] 

*5S^(Z){k^«ftJ4-CH (Ph-X,,X 2 ) -T> 3 6 C»6 6 

Xt^U^-, 7hD7*W (atropisomcrs) *5J;OC;:ne»tf>iEfrtfe&&'&"*" 
[0 0 3 3] 

-CH (Ph-X,.X 2 ) -©«F*UV»SHttT3B©iC (Ic) 
Mb 1 0 ] 




X, x 2 

[0 0 3 4] 



( 21 ) 
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[0 0 3 5] 

1Mb***, a*. »J>«' 
, *«ft. 7d>i. 7W>i. 'J>=n*> x*>***>». * 

[0 0 3 6] 

MMfcl*M«£. ^tM^H^b *IEWMMIiO««e«*-«- 



( 22 ) 
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*;U**3/ (RxOOC-) WtftPP+f (RVCOO-) »X^M 
[0 0 3 7] 

[0 0 3 8] 

wsd^^u-A*. **jh. ***** mi umm^ x 

[0 0 3 9] 

^mmm^mtmn, «*.«<>. o 1-2 smg/kg^m (»*l<«o. 

[0 0 4 0] 



( 23 ) 
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#y *. a , Hi □ a#/B tea * fc a* mm c « 2 5 0 mg^r c as « k « 

5~ioomg) (I) (Dit&Vi* 

HJtlfcflMHWi 5 ~ 1 0 0 mgCD 1 H ffi£ 1 Q td 1 ElSfctt 2 ~ 4 [slCl^fiJ LT& 
1 Ow/w%OT (JftS!«fcW:5w/wX) WJt (I) (Dik&W)* 

[0 0 4 1] 
[0 0 4 2] 



( 24 ) 
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[0 0 4 3] 

mz. *mmt&m(D&mtm%izmm(D$. <n mt^m. sfe^©^ 

[0 0 4 4] 

a) (III) Oit^mtt (IV) ©-fk^#» 
[^12] 




X, X 2 



^tfL'fcm (III) (IV) (D{k^oSy [ :W7'5y-ft^N-ClS-&&^ 

CO 0 4 5] 



( 25 ) 
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b) it (V) <Dik&®tt (vi) 
Mb 1 3 3 




(V) 



x, x 2 




(VI) 



i) f^x©ns^^ ; 

[0 0 4 6] 

nwft**sa*sn; mm^/m^mA^n. ***n*:«M.meo 

doraW. Greene 60 r«f^.«J, Wiley (1991*) : JFW McOoue, ^ 
(1973¥) fcitfKocienski, Philip J<Z> r*«*J . Georg Thieme 
Verlag (1994*) £#R. ^^t^^»|^^^^^<D^tC&^T^^ 
jWft'hCfc* <fc -5 Cfr^toti* <fc 5 fciK&2*i*. 
[0 0 4 7] 



( 26 ) 
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{t^we «k < » e ft w * . 

[0 0 4 8] 
[0 0 4 9] 

<*ue>ftTv>5. 

a din (iv) cD^^^iiTc^ray-fb^TT^^-a-So iiH$ 
wjctt, £ (in) ©{fc£4fcfc*v>TL 

[0 0 5 0] 

TgteBWfc^ffittfeJWflt. 9 / -^*fctt^* □ d * * >4 j T'f-?^n§ 

0 

[0 0 5 1] 

a'lfitUT, it (iv) ©{fc-er«ftt*s^TLittAn» MAtf^DPSfctt^D 

£i£ (III) OflrfrtfefcEfcStfS. 
[0 0 5 2] 



( 27 ) 
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5S (II!) ©fc*«l*»6nT*0. «Jfl©*ttT?Ba«-** t '***- « 
(IV) CD^^I^ (VII) 



Hki 4] 




(VII) 



x, x 2 

'<5*K X,, X V R *J:OCR3-R6ttifBT?««*nfcaOT**) ©fc*« 

. (iv) (D\t^m\mm<D^mzx.y)^ cvio 

[0 0 5 3] 

5C (vii) ©fc&tttt* mtfa (vi) <Mt&m*& (vim 

Hfcl 5] 



(VIII) 




[0 0 5 4] 

« (V) (VI) ©ft**tt« (VI) »ftMlWl*fcB«ttfl**»* 
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[0 0 5 5] 

a (iv) &£zt (vii) ©ft^»ttWffla:+iw# , Tr**«^ , r«c<, #cnk 

LfcjJbt, l«iL,T«»lftS (IV) Sfctt (VII) (Dft-8r^l> <fc£ 

o 

[0 0 5 6] 

$e,(ci¥u<«. *56w»*5i: (ix) 
Mbi 6] 




(IX) 



X, x 2 



0> -CH 2 ORi» (£:n?R> 0 tt*#Ta*) ^fctt-tOX^rJk £fcteC, 
_ 6 7;U=M/-C&0 ; ^UTR9«/X^*/ctiH^'2T'^$n/tct^7iRS-C&?> 

[0 0 5 7] 

-flM»C43^T. R8«T;U^th* (-CHO) £fctt-€-©SI39#T**. » 
»8fc»i*#W:0y*.fcfcS; (RbQ)CH(ORO- RM3«fctf R c te$6&LT 
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[0 0 5 8] 

?A<n^mz&^T. R8ii-CH 2 ORio (^^TR'o«7K^Sfc«C,. 6 TJl/ 
0iR^-CH 2 OCORJ (:CT*R«C,. 6 7W^, ; 7 U — 

[0 0 5 9] 

-CHOCTt^-^itft KD*J//^ (HOCH 2 -) OXXfMi 

X P X 2 , R*5«k^R3-R6<Ojf*bV^I!*tt^ (I) <©^«5fcB8LT±ffi 
T8BttUiiiBT*<5. Lfc^oT, (IX) (Dit&mz&^T. 
PhX,X 2 -«3, 4-^DP7i-;i/T*0, Rtt*^;i/T?&S. 
ffrfr4fc»tt5£ (X) 
Htl 7] 




(X) 



CI 



<5S4», R»tt-CHO*fcttt©7t^-;i/. f«*.tf (CH 3 0),CH-. *fc 
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CH 2 OHT!&<5o 
[0 0 6 0] 

it (IX) (X) Mk&Wtt (I) Ofl:^hfclWUT±aBT««Ufc«fc 

[0 0 6 1] 

fll^iWWft: *^«JK r^^«jj ©WJBtt»4KWI***«fctf* 

[0 0 6 2] 

S P3MfiP*M8£7'v"fe-'f (IttSftA) 

tlii(MEL)«T^ibfct HNKlS*Mfflt57yt'f fc«fc0fcfl 
B. Hopkins^W rthiNKl^cDNAOW^ 
$$tt&A£j * Biochem. Biophys. Res. Comm., 180, 1110-1117 (1 
9 9 1¥) t^O^^Ct'Ct hNK l^^¥-»ct^MU. Tfifi 
ttft B £SiJft©3MH t»bTNKl 3 W £ ^ X ># 0 faM (MEL) OlJISt? 

[0 0 6 3] 

-a-D^->A (NKA) 3*#*S£7*-fe'f (S*SfcB) 
*«W©ft^ONK2S*flcK:*Jtt*NKA©*S**ia#'*"*«*ttAharon 
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. ft?mm'¥. 4 5. 9-19 (1 9 9 4¥) \ZfBM<D& O \Z 
^X^SiftL^ (MEL) MliaT5B5lLfcfcHNK2S*flc*«ffl , ra7'yfc-fC 

*ffifflUT. «AtfNK3gW»3BBLTa«WttttJi«*K:*^TNKB©H 

m<oitfimt^mA^^fAmB\z^xm^mizmMu^m\^^v. mm 

LfcK i WmffOlZ 1 5 i7 DMttT-Cfeofc. 
[0 0 6 4] 

-zl— P^->B (NKB) ^ft^T-yt-f (git&C) 

la^-TS^^^t hBfr<o2u— >Srfg£$-£> vOX#^Jfa?H (MEL) M 
T«SS*fcthNK3***ftttiBta7yt'ff:J:0IEIit5i:i« { "P** 
. fchNK3«##ttthNK2*e#»CJ8UTaB«Lfc*JHi:H«»c:LT, f 

jincaa^wwttifejej , ft-i^w. 45, 9-19 (1994^) \zmm<D 

£?\Z LTM E L «flflat?^^$-&fe. 
[0 0 6 5] 

aW©«4fctttt»A*«fctfSMfcBfc^ ffll 
5£UfcK i liA9A9C 1 5 £ DM0t*ofc. 
[0 0 6 6] 

£-»J-=Flli|i$« : tt»frtTCDNKl*itt7yt< (SttfcD) 

^fga^^t^roWm^^fe^STd'-X hAc - [Arge, Sar', Me 
t(0 2 )"] -tf77^>7.P (6-11) » ASMSP©^fflm§T5l^ttB 
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ialeckie,(D FKc a ft>^^7>^-^«NOW«tMf* 
&ZSm'<D¥mffi<DlbmZ®*>?S ■ Am. J. Physiol. 268-.L152-L1 
5 9 (1 9 9 5¥) C8B«©J:^K:bTlEWr*i:t*M?*«. 

□ ( l DM ; 7 H 'J >«5 »S:^a 

tc ^ a -r. 

[0 0 6 7] 

§W:4«WIWi2^ATM, 1 • OWHWOWMBIHI+lt 

, WW:W7> (i5^PM;B.C.3.4.!4.11ft^Dy^f»). (( 
3R)-3- [(1S)-1- (3,4-^DD7x=JM "3- (4- C (R* 
fcttS) -2-^MiV7^;H7x^] -eiusv) t-d^] -2 
-X**- 2.3-/tFo<V<> K— 1-^»(0.0 35^M; Ahar 
ony DbW rzD 7 9 4 4®ilf^« : fcaTfcnWfc^frW*** 
y^H- 3 --a^->-A (NK-2) M*7>^=f^bJ » Eur - Respir - 
j 12 2) : 2 OS (1 9 9 8?-) |t«©J:5KLTNK2«»» 

7-J> (35^PM) ftlll*TttltO«*^fc««««* Mfii:U ' ASMS 
[0 0 6 8] 

(p kb) og«*tt*-r*-ttc<fco»sna. mm 
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b itmmmz 6 &±*c* -p 3t. 

[0 0 6 9] 

^BiKD-fk^WWa^^iJlt-ST^-Xh t/3-a 1 a 8] NKA (4-1 
0) , BANKODM*IB«T*tfi^a:Blaleckl6<0 rKcaft>W>^ 

. J. Physiol. 268 :L152-L 159 (1 9 9 5^) CKtt© «fc "5 

# rr r & it * t c x -r > u x m $> x& k ft * "3" . 

[0 0 7 0] 

t5o 1 5«t . m®zpss-?m?z>* 4 5ftmwmmm&. 3x1 

0-2M(DKC 1 S6 0»TOlAT»l«l^#«*lW»t-*. 3 
0»RHife#-r*. mffi*lftOK«Mkfrtfc&3 0»Kll0it, BANK<D*tt«fK- 

K*iiMii*fwr*. flh»nae»t2@«»TBANK»K*J«JipUT'bftmitt 

^MU^^rMC^TT^xh^-r. WZ. BaCl 2 (3X10-2M) &JJI1 
[0 0 7 1] 
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Mo 

[0 0 7 2] 

^WNKl^NK2lMt77t-f (KSfcF) 

N K 1 *3 J:tf /SfcttNK 2 »<7)7 h fc UT©*fc**©S* 

ttSfc, Buckner^© W^Htfcm^ttWiWMt^i 

7>*:*:i*hfcM***W*»rJ . J. Pha™. Exp. Ther.. ^2 6 7#(3), 

n68-ii75(i99 3^)\zmm^^o^\,xmmW)^^mr^^ 

dOmg/kg, 2 0#) . -/P^yo-JU (0.5i>g/k 
g . 1 5») *itfWW7T> (1 0n.g/kg, 1 0») fctHRMft^U «ft 

[0 0 7 3] 

7=fn* MiASMSP (Ac - [Arg^, Sar', Me t (0 2 )"] -SP( 
6-1 1))^*BANK (/3-a 1 a-8NKA4-l 0) 

ANK«NK2»W^XIW*S. flfcfcR^tt-tfDW* <G L , 1 
/ Rp > fcLT*«n*. ED M « ( Gl S^M>O5 0X*T«W 

*7^hO»4» tlltfft. A©*** ( ~ 1 ogED 50 } 7 
>^^K©#ff.(P)*«J:^«E(A)T'Cll6n5ED S offit«ffl^fi4ft 

ft (P/A) *tWLT»*ft*t>f. ^ftWt±SEMtlt«toU 
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tfttomgk&mfehfzo p<o. o 5*mmizmMT-$>2>£&t£-r. 

[0 0 7 4] 
[0 0 7 5] 

[^i] 





urn 








;«] 


NKlpKb 


NK2pKb 


NKl P/A 


NK2 P/A 


l 


8. 99 


8. 26 


32. 5(2^1) 


21. 4(2BtFa1) 


2 


8.1 


8.7 


25.0(2^^) 


83. 0C2^FbP 


36 


8. 13 


7. 86 


45. O(IBWKI) 


20. 6(18^1) 



[0 0 7 6] 

>y ? -T 5 d <h # -5 $ b izm<D ? * * - > & © ^Mii^K © £ 

% * tt WK*©«iffl T' * 3 . 
[0 0 7 7] 
[M#J] 

*ftw&x<D4m&w^ffimiz£vm\s<8iWTz>. z\z\x\ m%t£*>\z. 

Tfcfc)^ 18-2 5'C©«BH<Bi&0rcfTfcfc>n* ; 



( 36 ) 



#aK2002-520316 



(ii) &®mm\t%k*mMi'?#*>'V2*±-cnmvtz ■, ®m<nmmzn&j± (6 

0 0 -4 0 0 O/^tDV ; 4. 5- 3 OmmHg) T, 6 OX:&>T<D®M&XW\]fcM 

(iii) ?0'7f^77'f-«yU*y;H0777ya?D'7 h^77^- 
»T5;»n?h^7^- (TLC) H->'J^y;pyu-h±T'ff^ 

(iv) -mz, £jS<aMj©fctTLCl;:£9iii&U SfcK;SP$IBJtt*&£f>IS 
-?£>-S> ; 

( v ) B*^tt*ffliiE"e* 0 , (dec) tt»»*ift*f & : 

(vi) i^«|l(iM!i7oh>^i^»i (NMR) X^^h^^bfc 

(vii) /Jf-^ONMRT*— ^tt»«K<tLTa*3R^OO^;i/A (CDC 1 3 ) * 
ffflLT30 0 MHzTrSU^ Ifc^Tfe 0 > ±^^^7*0 h >\zm ITr^ 
*«t, ^ftfr^F^g^LT^h^*^^^ (TMS) tmttt®\Z 1 0 
0 77*K>1 (ppm) T^T ; i/l/l-JMDBlZ'D^XfcmRl <D\i&f& IfliffltS ; A 

T'/ii-r ; Ar <7>um.tf&-otz*>, *n\zi?mmzfn b >*Mt5 ; 

(viii) ttJ£®t!l£t;*tt : #fi (v/v) TtjVT; 

(ix) isffu^wu (ms) texfs.mt^-fi-xt (apci) <D&mmw 

£MLTifliJ>£L£:. g?5SLfc«ff, &©S'J*fc<EK *>fttt*fliffl Lfc : a) ;* 
^>K«^^*5«fc^f*»»^D-^*ffiffl-rsil»«ffl:^'f*><fc (CI) ;£ 

fettb) m-zw (ED. -£mj:mir.ftj&'Aizti\%-?2>nm* ^.rzitmmm 

[0 0 7 8] 
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X-^TfeO, EtOAdiBSXfmt). FABtt77-^h7hA^ 

<Z)#>h*T&0. TFA[ihU7MDfH^O« THFttf h? t h'D77 
[0 0 7 9] 

»O^Oia:(I)©^W^7cW75y^ [IS a) ;5£<III)i5J:tf<IV)© 

«nia7cW7 5>'fl;ttt75> (i-i. 2 aft) > 7;^tH u-i. 2 a 

ft) (2 Sft) M5/^^-^T5~6 0«#b. NaB 

h 3 cn (i.7Si) fcto**;ita*sfc**fflttfcM***"*"*- 1<v16 
BHDS. 5^«*l^t:J:Oi8iU DCMCf^b. figfoaSfcH-MJ? 

[0 0 8 0] 

«*p7^;Wt^«'l«lfi^ (1~1. 2 3S) &DCM*K*5tt*7 5> (1 
-1.2 aft) *3«fctf HJx^;i/7 5> (2 aft) o«B4***K:lnA*Jii:^6i 
^-SlHt^W^Wl^Mt-S. l~16P#f«m, JR«S^«»*»^fc«tOiBMeb 

Ti7X>m < 1.0 3ft) fcfcfcS-ti\ ffiTT«U (25~70t 

#kd?x>m£e t 2 oni 2~i swaat-u 3ia»;:<fcOJRotHu e 



( 38 ) 



$#3*2002-520316 



[0 0 8 1] 

N- [ (S) -2- (3,4-^na7i=*) "4- [4- [ <S) -2- 

3-y7;-l-t7hXl (O.lg. 0.55U^). N.N-iMV^D 
tf;UX^75> (0.16g, 1.26S-J^M WtffiWCM (2.5ml 
) mT4*»«*«*DCM (1.0ml) + fc*lt*? h?** 1 *?** 
B ^7S^A^7AW7x-h (TFFH) <0.16g. 
0.6 05'J^) <D»*raaEUfc. N- [ (S) -2- (3,4- 

.^DD7x^) -4- [4- [ (S) -2-^7^^7x^] 

WW -N-^W3> (0.228. 
) 4o£tf«DCM (0.6ml) **^*»**in*.. ^6or«b 
. ^ CD CM*J:OClMll«*»«T*f5Ufc. «*Lfc«. #« 

»**owu *iB*ainoDCM (2x) -mmisiz. mmmmz*-^* 

m (WaHC0 3 ) U ftA (Na 2 SQ 4 ) U *ilU ^LTDCM* 
KfflT-r*»**fc. »««*^n^hy57-f- (DCM+©0~10XCH 
3 OH) l:J:D«LT»^ (0.2 5g) 

.. MS:m/z 632 GM0. /Lu*tt**X>Wfc**U 0 E t ,0*6W 

|§(ILTN— C (S) -2- (3,4-^OB7x=A) "4- [4- C (S) 
-2-^^7^;V7x^l -i-fcf^U^W WW -n-** 
^_3_- >7 /-l-^^^5H^X>mmzK^ (1:1:0. 75) (29 
Omg) tflfeOHflttl/TlUfc. MS: m/z 632 (M+H). 
7E*#*rWC JS Hj S Cl 2 N,0,S C 6 H 8 0 7 - 0.75 H 2 0£bT) : 
StJMK: C% 58.74 H% 5.35 NX 5.01 
-£®m: C% 58.74 H% 5.24 N% 5.02 
^ICUT, M*t**fc*X>«IWcft« (1.0 : 1.0 : 1.0) 
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[0 0 8 2] 

. g.^^j.^^ (0.18S. 0.9 3 = U^) *J:t«6»DC 

m (7.5mi) ^w-r^M^r^^^M^^^^^^'^^ (0 - 1 

4g , i.i55'J^) *«fctfft*DMF (10/£l) TOTL^o 4«rM«. 

l-t7KMn^RN- [ (S) -2- (3,4-^nP7x^) 
-4- [4- [ (S) -2-^W^^;V7xrjH -l-t^'J->~* 

iCtOEt^SWIUTflVil* (7 4 0<ng) ftefiOH#tl/t1»ft 

. MS: m/z 632 (M+H)o 

JSfc^Wa^Cl^AS-CAPi-O- 5H 2 0-0. 40 C 4 H 10 O 4 (Et 2 0) t LT) : 
fUMS: C% 59.26 11% 5.60 N% 4.87 
C% 59.14 H% 5.52 N% 4.78 
mWzLX. Mfc****X>W**fd«l (l. 0 : 1. 0 : 0. 5) 

[0 0 8 3] 

MttN- t (S) "2- (3,4-yfDD7x^) "4- [4- [ (S) 
-2-^W7^^7x^] -1-t^UvX*] ^3 -N-** 

(a) N- [ (S) -2- ( 3 .4-->'^aP^xXJW) -4- [4- [ (S) - 

-N-Boc -7S> 

(S) — N— [2- (3,4-^DD7x-JW -4-**VWH -N 
-^-N-Boc-75> (Miller, SC; WO 9505377) (5 1. 7 g, 14 
9.33'J*/W , 4- [ (S) -2-^W^7^^7x-JH -K*U 
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->*> (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CJ, Jr.; Veale, CA., 
WO 9516682) (3 6.7 g. 1 6 4. 3 5 U*;M *J:tf*iWI (9 . 9 g. 16 

5.05'j=&;u) i**/-* doo o«o fc*#u «hk*i 5»fW«H*b 

*HJ*A (5 0 0ml) TJWlfc. ^/-^^T«U 

£DCM (4X4 0 Oml) TMtil Ufc. WttUBSr^-f > (3 0 0ml) 

. (MgS0 4 ) U *ifiL. IST^lfc, 88«^a^^57 

4- (DCM'fco-ex^a'y-JWCiOWHi/t&fiofi** (7 7.2g 

,9 3%) MS: 553(M+H). 'H-NMR (CDC1 3 ) 6 1.40(s, 9H, t-C 4 H 9 ), 1 

.61-2.04(m, 9H, CH). 2. 14-2. 23d. 2H, CH), 2.62-2. 79 (m, 6H, NCH 3 , S0CH 3 ) 
, 2. 91-3. 00 (m, 3H, CH), 3. 27-3. 54 On. 2H, CH), 7. 00-7. 09 (m, 1H, 
7.21-7.53(m, 5H, #««0. 7. 95-8. 04 d. 1H, :£#&)* 
[0 0 8 4] 

(b) N- C (S) -2- (3,4-y^n7i-W -4- [4- C (S) 

N _ [ ( S ) _ 2 - (3,4-y^DD7i-W -4- [4- [ (S) -2 
5>-N-Boc-75> (7 7.0g, 1 3 9 . O 5 »J*;W £D CM (12 0 

omi) izmmvit. m»mmzb*)7)v*amt cieo.og, 1.40^) 
@m (8o.og. 0.70^) ^mx. n&mzzziz 1. 5mm&\sfc. 

«**«*ttftSr*-MJ*A (2 2 5 g, 1 5 0 0ml<D*) . * (2X 5 0 0ml 
) TfcfrU (MgSO,) Lfc. *«u «ibra**«titfio 

JA««tUTl»fc. ?D7^77^- (0~2 0%^/-^/DCM) C 
J:0»HLT»*6©Jfitt* (6 1.8g, 9 8%) MS: 453 (M+H). >H 

-NMR(CDCl 3 ) 6 1.64-2. 09 d. 7H, CH), 2. 27-2. 35 (m, 2H, CH), 2.46(s, 3H, N 
CH 3 ), 2.68(8, 3H, S0CH 3 ), 2.74-3. 05(m, 7H, CH). 3. 39-3. 78 (bs, 1H. NH). 7 
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.07-7.1001. 1H, *•*>. 7.23-7.50(m, 5H. »«D, 7. 95-7. 99(m, !H, 2r# 
$0 = 

[0 0 8 5] 

M&3-^7^-l-^ M (Dewar, JS*5cfctfGrisdalc, PICOJ. Amer 
. Chem. Soc, 84, 3541-3546 (196230 »4*©«fc "5 K LXM Lfc. 
(c) 3-^7/-l-t7HS 

Rule. HG*J;tfThompson. SB©J. Chem. Soc. 1764-1767 (1937*) teBtt© 

M»c«*ufc. :n««fW^^^3-^t- i hx- 

MCXA^Wbbfc. 3-m-l-t7M«(103.0g, 4105'J 

£D CM (1 2 5 0ml) fc»*U »** 0r«*»Ufc. *fl5*** 
,j; M6 7.5g > 5 3 25'J^W»*K«M»® DMF (1.5ml) 

(1 2 5 0ml) (CMU HBWTT1 8*IBia»bfc. «*«t«TT« 
Sit, iS«^D?F^7^- (W]:DCM:A*t>=l : 3) fc.fc 
ottnu^s-^Pt- 1 hX-h*eft©H# (1 0 6. 9 g. 

9 8%) tbtife. 'H-NMR(CDCl 3 ) 6 4.01(s. 3H. C0 2 CH 3 ). 7. 50-7. 69 (m. 2 
H. %mW), 7. 78-7.87(d, 1H. 8.18(s. 1H. 3Sr*«0. 8.25(s. 1H, 

8.80-8.94(d. 1H. *^«0. Dewar. J S*5 «=fct>*Gr i sda 1 e, PIOJ. Amer. 
Chem. Soc.. 84. 3541-3546 (1962<P) CB*<D*tt*«IB LT, >WU- 3 - 
ypt- i -^-7 hX-h*^3->7/-l bX-M^&U * 

£*Xfc (L i OH) isT&mtGMtnit. 

[0 0 8 6] 

'MfiM l A 

a) ^ D D^> (5ml) *©jH*^^^;UX;U*=1r*>H (l-6 9g) «r-6 
0t—5 0tT'y^OD^^> (12ml) *<Dmt**W)V (1.3 7g) 
Cln*.fc. ^OD^> (14ml) fON- [ (S) -2- (3 
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, 4 -^DD7x^) -4-**V-^;W 

!_ t7 ^H (2.31b) *W*Ufr#&»*.fc- 30^ HJXW 
S> (2.l9g) Rrta^**«6Kl»W«*^W sU 

Hco J ^7-f>»bfc. *fc. *WHB«rcyfDD^> 

+ fc*lt*4- [ (S) -2-^JW^^^x=*] K«»J5» (I- 
3 3g) ®*5U-fcWinUfc. 154«. #?>-KUi»*ft# (0.2 5 
g) R««ft-HM«*U *T"^U ^DD^>«t^ 

[0 0 8 7] 

<x^y— ;wjjc*» &stsft kfc) • 

[0 0 8 8] 

«0>J 2 

N _ c (s) _ 2 _ (3i4 -^OD7i=JW -4- [4- (4^K-> 

- (S) ^-^A^^^x^l WW - 

N-^-3-v-7/-l-W5H^X>tig 

y*DD**> + <DN- [ (S) -2- (3,4-^PD7x^) -4-* 
fc. 3 0m hUXW5>^JDA. M^^^C3. 5S«T 

IIC1. tt»NaHCO,**^^>Trft»l-fc- fl » fflt20M 
**/-;U+K:*»t*4- [4-^*->- (S) -2-/f^7^7 

X -;W e*us>>©»*fcin*.fc. ism *?>-fc!U3»**#*4 6 

» tt fc,T)Mfc. *,|*^*2 0*W«*U HC1T?**U ^OD 
^>«tHCI, NaHC0 3 ^7-M>«b> «ETC«IU« 
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[0 0 8 9] 
[0 0 9 0] 

7ml©MeOH + Cfett*N- [ (S) -2- (3, 4-y^D07x-^) 
_ 4 _^y_y^;U] -N-/^-3-/7/-l-t7^5H (0.15 
4g) ££#4- (4-*h*^-2- (S) -^W;P7^-JI/7i^) 
lf<'J5» (0. 0 9 7 g) (DWm-'&mz 3 5mlOBKft*ftl^.fc. «g"&4»S3 0 
#FHMJH*U 0. 0 4 5 gOJ/T/^TlcSfftth'J^A (2nlOMeOHt>© 

#Lfc. HO»«Clji*S« < & i ** 1 0ml<Z>i&fnN aHC0 3 -Cllftb, ^fg** 
, 1 0ilOHjOC«A?U CHjC 1 2 Ti*tHLfe. U Na 2 SO 

(19:1, CHjC 1 2 : MeOH w/0. 5%NH 3 (tM4) ) 
£«fcO«»SLfc. *i^Ufc*J^£3ml0>CH 2 C 1 2 «Ml/. 3mlOHC 1 ( 
ffiifnE 1 2 0£2r*Tf 5 5 OmlOE t z OTSWlf:. 1 O^WflWf-Lfca 
, «tRMfc££ft<0N 2 TT3i§UTO. 2 l 0 g<Z>£ltif&*£f§fc. 

mp 165-170*0 : 'H-NMR(DMS0-d 6 ) <5 1 . 60-2. 40 Cm, 5), 2. 55-2. 65 (m, 3). 2.7 
l(s, 3). 2. 80-3. 30 (m, 5). 3.36(s, 3), 3. 45-3. 70 (m, 3). 3. 82 (s. 3), 6.85- 
7.09(m. 10), 8. I0(m, I), 8.63(ra, 1), 10. 64 (in. 1); MS: m/z 662 (M+H). 
[0 0 9 1] 

&jgfc4- (4 b*->- 2 - (S) -/W^7^-^7x=;W - £ 
1 8 ] 
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[0 0 9 2] 

(a) 2-^Pt-5-^h + y7i/-;l' (2) 

5 0 Oral© l. i. l - HU^oox^> (TCE) 3 b*~>7 

x7-;i/ (1 2 9.0 3 g) ^J:ZmWt^> s M )U (l.OOg) ©j§f&(3. ^ 

(150nlOl.l.l-TCE+ 167.90 g) £ lWmztlfzvT® 
-o< OtlMX-fz. mi\rp. IsLfoy^TiZl^GKXWitt (2 7 5"77h. 120^ 
JUh) W5t, Ig^fciSftt/WgClofc. »BJ$ftfcHBr*12 6.0 
2 g©N aHC0 3 43j;Z*8 0 0m\(DH 2 O<DmWi : $:^TZ> fcf— # — 4>K h =7 y 

Ml««*»fc. SlM^Sr^^W (1 5 0"C» 1 5 0 5 'J bJU) \Z£QWWL 
T 1 6 1. 7 8 gOftmtSii&ik&mz. iH-NMR (CDC1 3 ) 5 3.77(s, 3), 5.57(s. 
1), 6.42(01, 1), 6. 60 (d, 1), 7- 30 (d. 1). 
[0 0 9 3] 

(b) 2 -Zfat- 5-* (N.N-^^I^^^A'^E-f )l**rls) 

7X./-JU (3) 

1 L©DMF«*»fc*Stt*2 h^y7i;-Jk (16 1.78 
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g) *J:tfl.4-5>71ttfS^D- [2.2.2] (1 8 0.0 3 g) © 

2 OOgOy^WWA'HJ^o^-f Kfc4IIIfc#ttT5 
0 g-T^3 0#K:fc>fcoT:«>o< D£in*.fc. iWTt> fi^«*N,#H«i 
(18WrlW) £<B««»C©£»£&&fc*#l'fc**£ 4 L © 

**4W?IWai»ft*l/, ^^y-^6»»**"Ceft©tt« (139.19s 
) iH-NMR (300MHz, CDCI 3 ) 6 3.38(s, 3), 3.47(s, 3), 3.79(s, 3). 6 

.71(m, 2), 7.45U. 1) I MS: m/z 290 (M+H). 
[0 0 9 4] 

(4) 

x;-;Ml3 9.19g) ^N,N-ylW-U> (3 5 0ml) <DjgM 
U*M9M U ^i:NjK3.5iWl«tfc. #e>nfc$ 

5 0 0ml<D*#6N HC 1 fcifcHfc\ S^«5*M*T^U. 1 O Oml^E 

tlZ^OPimisX*?* 1 ?* hfe^iSi (8 2.0 4 g) >H-NMR(300MHz 
, CDC1 3 ) <5 3. 05(br s. 3). 3.12(br s, 3). 3.79(s, 3). 6.82(dd. 1). 7.19( 
d, 1), 7.55(d, I); MS: 290 (M+H). 
[0 0 9 5] 

(d) 4-7n=£-3 - 1*7)17*) h + x^>-k*> (5) 

5 0 0nlO)^;-^CmKOH (12 0.01g) 8 
2.04g©4-W-3- W,^-^*7)Vi3)Vn^ )V7*) * h*i"< 

U 4 0 0ral^6N HClTWUft. «*«01C*T!?MPU DCMTtt 
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d©«flc€:6 0 0MlO**DMFK:#*l>. 8 0.90 
gOlfcicKjCOj-PfflHUfc. i^tM£2 0^«U &K16 8.4 
0g«/fM15»fcoT^<0tMfc. *&nfc«**ftN, 
»H«T, Ml?-* (18W) 8»l/fc. C»l«fcBWi«l*2.8L 
OM*ICft^ Et 2 OTJtHttlbfc. U MgS0 4 ±«U 

*iiU »BETT«IH.T«ttfi©*# (6 5.0 3 g) l H-NMR (CDC 1 3 ) 

5 2.45(s, 3), 3.80(s. 3), 6.55(dd, 1), 6.66 Cd, 1). 7.39(d. 1). 
[0 0 9 61 

(c) 4 -tKn^/-4- -N-C 
bZ-^'J^> (7) 
Sftty^ OH) (181-38B) tlOOWHB, *Kl 1 

■ UlCfrU 7 0 0«1©**THF+TWIU -7 8t$^U^»^ 
fc. 5 0 0ml<7)*7KTHF4'{'^^S4-yD ; e-2- (jWW* 1 *) * H*'> 

1 l 1. 5.102. 6M^>«B» »ttf, E*7«3© 

WEft-7 0t:aTCll»Ufc. ^s^*-7 8^i.5«u ff 
E^M^^-U^IUT - 7 81CTC e C 1 3 «iil^^ 
^acibfc. ^nMfi»«ft- 7 8-CT 1 • 5*M«*U *C 1 

-^■>W^^-4-^Uh*> (6 5.10B, 2 0 OHO*** 

THF40 ©^^*^-^^^ 30 ^^™ fc ' W7t ' 
R*fl^*M*rft«lU -Hft (18«NW) «*Ut. !1©««K:R«* 
^5 0 0HO»NH 4 C I T«L«rU 3 0 Ufc. *««l*7 s *>h 

U rt-FTSIU JRoTft^fc. »H«Wfi^^fc«»«SlL©DC 
Mt-ffi«U «<h*il*---**DCMT 
-r-cT©*««lffi**^-^» Na,S0 4 ±TfaiU ailU MS 

wEtOA c i:^iUtt8 5.OOg0»^. •H-NMR( 
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CDC 1 3 ) 6 1.99 (m, 2), 2. 12 On. 2), 2.52(s, 3), 3. 39 0b. 2), 3.81(s, 3), 4. 
10(m, 3). 5. 15 (s, 2), 6.71(dd, 1), 6.95(d, 1). 7.24(d, 1), 7.37(m, 5); M 
S: 387 (M+H). 

[0 0 9 7] 

(f) 4- (4-/h + y-2-/fJW7i^) -N-Cbz-^'Jy> 
(8) 

hUlf;i/y7> (2 9.12g) ffC^(t§4-th'D^y-4- (4-* 
h + i*=?)Vtt) -7iZJW -N-Cb z -tM'J->*> (5 0.0 

9 g) n&^zm&btzXLfiiX^v-izbvyjvjra&m (2 9.6 0 g) £«0 

< 0 8SJP»7«, I^ft^fi*tMU -Ift (1 8H$fffl) 

Vfz. C©lti:i^tl^3 0 OmlWlglnN aHC0 3 fCfK^ DCMT&ttJL 

'M«l*yUA±^07h^7/f- (4 0 : 1~2 0 : 1 <D£j@S> 
D CM : E t OA c ) fC«fc 0*8§3UT4 2 . 5 0 g©idrtM&*»fc. iH-NMR(CDCl 
3 ) 5 1.57 (in, 2), 1.83(d. 2), 2.46(s, 3), 2. 91 (in. 2), 3.06(tt. 1), 3.80( 
s. 3). 4.33(m. 2). 5. 14 (s, 2), 6.68(dd. 1), 6.76 (d. 1). 7.04(d, 1). 7.36 
(m, 5); MS: m/z 394 (n+Na). 

[0 0 9 8] 

( g ) 4- (4 h*is~ 2 - (S) ;U7x— ;w -N-C 
b z-e^U> 5 > (9) 

5 0 0ulO77^3i: 11.56 groylfJKD-ii^^ 1 4 0ml£>*8 
/KDCM, 7..9 6g«^> (IV) -f V7 r O7i?^^H*5<fcCJ«0. 5 0 gO**Un 

z-tz. mi&omm&s oawjaut-u #£4 omiwDCMKi^Lfci o. 7 

8g«4- (4-^h*y-2-/^f*7i-;W -N-C b z -tf^Uv 

am^fe. 3 o^-raaa^ (»iajEtE-3 6t:) si->*\z&\iz t 

JPth'D^*yKfi56MM (5.6ml) eSJSM'&W'^o < 0 «tJHit. 
0ml©*-CJ&?frU MtTMSt^e. mMKJS^l/it. ffi£4» 



( 48 ) 



*JH62002-520316 



£100ml<D2.5M NaOHTiUHU ££>K2 0#RiJJft#U -fe^< 
[0 0 9 9] 

Zl&T- 7£DCMT2[IISy£U -?-n-e*n^^fflLT7j<^S:JltlttiL/i, W*§S 
JflliB$j££-U NajS0 4 .h«U 3i§U MHlTT«^U^o iW^feCD 
^tl^y'J*±©^DVh^77^- (4 : 10E tOAc : D 
CM) KcfcO^L/t. iH-NMR(CDCl 3 ) 5 1.62(m, 2), 1.79(m, 2), 2.86(m, 3 
), 2.87(s, 3), 4.34(m, 2), 5.16(s, 2), 7.00(dd, 1). 7.l8(d, 1), 7.36(m, 
5), 7. 52 (d. I); MS: m/z 410 (m+Na). 
[0 10 0] 

(h) 4- (4-*h*>--2- (S) -*?-)VX)V7<<~)V7x.-)\,) tf^Uv 7 
> (1 0) 

2 0ml<Dl : 1 <DE t OH : H 2 0 + {C:fctt£KOH (1.50g) Wj&i&tC 1 

. 2 3gco4- (4-*H^s>-2- (s) -^^t^?^ -;i/7xii;u) - 
gAilrjitU 1 OmlOzMcj^U CHC 1 3 T-fiHH:'.L7Co MflbtBtf 

u NazSo^T^u, sau MJETT'Mufc n^nt^mm 

^y^.t©^D7h^77^- (0. 5%NH 4 OH?J<^$:^tf 1 9 : 1 WD 
CM: Me OH) DiibT 0 . 3 8 g<D&&<Dmfo*ntz. 1H-NMR(CDC1 3 ) 
<5 l.69(m, 2), 1.82(m, 2), 2. 38(m. 1), 2.70(s. 3), 2.75(m. 2), 3. 22 (m, 
2), 3.88(s, 3), 7.01 (dd, 1), 7. 28 Cd, 1), 7.51 (d. 1); MS: 254 (M+H). 
[0101] 

WWffDN- [2- (S) - (3,4-y^P07izW - 4 -^VT^ 
)V\ -N-*^- 3 -J/7/- 1-^-7^5 Ftt&O.fcSKLTSiMLfc. 

(i) 3-->7/- l-t7 h'f )V^uy-i K 

3-/7/- 1 -^"7 hxt C^^Jl) (15.9g, 8 0. & 
DCM (4 5 0ml) <£T«JL7Co }tJ^Lrc«^tc:^EMT*^t:*^1t'J ^ 
(12.8g, 10 05'J^JU) #f~J&$l; (5#!) CDDMF^inA 
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4»*h;Wx>^&2®iWSLTffi!Ki^<b«*i*Slfe«>Hflc (1 7.4g, ^S) 
tLTi/:. 1H-NMR (300MHz, d 6 7-feh» <5 7.86-7.91 (1, 1H, 5f#^), 7.9 
8-8.04(1, 1H, », 8. 28-8. 32 (d. 1H, fSmWO . 8. 66-8. 72 (d, 1H, -ftUrM 
), 8.80(s, 1H, %WM), 8.93(s, 1H, 3r#80. 
[0 10 2] 

(j) N- [(S)-2- (3,4-y^D07i^) + 
-N-^^;U- 3-->7/-l-t7^5h* 

(S) -2 - (3,4-y^P07i^W - 4 - b HD + y^75 > (M 
illcr, SC; WO 9410146) (2 0. 8 g> 83.85 U ^DCM (700 ml 

) \zmm\siz. %iwmmz 1 oxmvm+hvvu&m®. ooomo 

S^SOICST^HILfc. D CM (3 0 0ml) I:i§l^3-y7;-l-t 
7 h^)li7ny^ H (17.4g, 8 0.65 V=£)V) <D®M$: 3 0#{Ct>fcoT 
SSJllLfc. S£fc*«Oflffl«-CiDiaU 2 0B#W«#Ufc. JS£#8ftL 

, ;KtS^DCM (3 0 0ml) Tife#bfc. ^-UfcW«JH*tt» (Na 2 S0 4 ) 

u^y;u ; DCMrr»(D0~2 5%7-th- hu;w \zj:K>wmLxmm<D^Mm 

&&&<DteVtto (27.0g. 7 8%) tbTttfc. iH-NMR(DMS0-d 6 ) 6 1.46-1 
.60 On. 1H, CH), 1.77-1. 91 On. 3H. CH), 4.38-4.41(1, 1H, CH), 4.54-4.57(1. 

2H. CH), 6.43(7D-H, 1H, OH), 6. 84-7. 26 On. 2H, Ji^M . 7. 44-7. 54 On. 

3H. %mm, 7. 57-7. 80 On. 7H, $f%M), 8. 04-8. 33 (m. 2H. MI), 8.6l(s 
, 1H, 5Sr#JJO. 

[0 10 3] 

B'JteiLT. N- [ (S) - 2- (3.4-^DD7i-W -4-kKo 
+ -N-/^-3->7y-l -1"7*S. Ftt&OJ^KUTKifi 

■t*C<b75«T€r* : 03PJIJ&fJgT7'-fe h-h'J^ (3 6ml) '|'C^(t5 3-x7/ 
-l-t7Hi8 (4. 53g) OI^X 5 'J -C 1 - 1 h* y ^>'/ K U 7 
V-Jt/ (0. 3 1 g) . M^TT-tr h-hU^O (S) -2 - (3, 4 -*Jt7U 
□ 7i-W -4-th'D + y7'fJl'7 5> (8.33g) £?JP*.£: 0 
lSajHJflH^U -t<D&l : 1 tf>7-fe h : tK*© 1 - (3-5^^^7 
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*;?n\£)V) -3-lfW#^5KfflH(5.26g) ft 1 WrlWfcfc 
fc oTW lLfc. «^fcft«B««Tri8P»Wa»U HC1 (6 8ml) **tf 
*?,], t -77)],x.-T)), (6 8ml) ft*WWfcJni*.fc. *««*NaOHTffl 

. ^»£7th-h'JJH;Mb, 8 0icSTinS»u 7 Kftiiix.> 

t tfiff SO^Sttt ft a t UT&fc. 
[0 10 4] 

(k) N- L (S) - 2- (3,4-/^DD7i^) - l-ttVttM ~ 
N _^^-3->7/-l "t7^5H 

DCM (3 5 0ml) C**UfcttW* l J^ (I5.9g> 125.45'Jt 
JW ®8«ft-7 8'C3rTr?fr»Ufc. ElS«B^«fO»**-7 O'COTJCH^U 
JMJ6DMSO (19.6b, 2 6 1S'J^> ft 1 0»&fofcoT*BlLfc. 
g^-7 8t-e3 0^Wt^ N- [ (S) -2- (3,4-v^PO 
7l -;p) + -N-W-3->7>-l-t7^S 

H (26.8g, 6 2. 7 ©»«*DCM (3 5 0ml) Kl**U ^ 

«30fflaft- 7 0t«T«U^^ 3 0«-Ctofc-3T«fttlUfc. iF^ft- 
7 8-C-emWBWU *l:-5 0"C$t»U §f,C3 05>»^ fi 
ft*ft-7 8«C*T7fr»U DCM (7 0ml) CJf»Ufc h U X^U7 5 > (2 
5.4g, 2 5UU^W ©MBO^W^TUOlf:, 
^^MWKStWU 2 0«rl««#Lfc. ««rtto*o.5Na« 

(2 X 2 5 0ml) . * (2 5 0ml) MJ * A (2 5 0ml) T 

ftfrUfc. ftttMftttft (Na,S0 4 ) U *»U ^TtMU:. £«tt 
^ D7h ^ 7 ^ (5,ij*y;kDCM«fO0-20XEt,O) KJ:0« 
RUTBfa©*^**^^* 1 (2 6.0g> 9 7%) t LTf»fc. MS: 4 
25 (M+H). >H-NMR(DMS0-d 6 ) <5 2.63(bs, 3H. NCH 3 ), 2.99-3. 93(m. 5H, CH), 6 
.91-7. 15(m, 1H, ***0. 7.33-7.8l0n. 6H, #9*0 . 8.62(s. 1H. »**0. 

9. 45*><fctf9. 73 1H I CH0)„ 

[0 10 5] 
3 
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N- [2- (4-i/PD7i-W -4- [4- [ (S) -2-*^)V7.)\>y 4 

^M7cWT5/-fb^l-^^fflUT4- [ (S) -2-^)V7s)V7-<-)l7 
x— ;W -t!^Uy> (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CJ, 
Jr.; Veale, CA. WO 9516682) £N- [2- (4-?PD7i-W 

y^;i/] -N-^^;i/- 3-xho- 1 KfcKJfcStf. ^x>^ 

tC^LTt. MS: m/z 618 (M+H) ; 
7U^>^tM(C 34 H 36 C1N 3 0 4 S -1.08 C 6 H 8 0 7 - 1. 0 H 2 0i:LT) : 
frM : C% 57.63 H% 5.57 N% 4.98 
: C% 57.67 H% 5.47 N% 4.78 
[0 10 6] 

(a) 2- [ [3-->77-3- (4-^DD7iiil/) ] ~?u\£)\,**ci/\ -2 

H-fh7bh'Otf7> 

THF (8 0ml) "ffCfcttS 6 0 h U OA (3.73g, 9 3.3 = 

U*;W (Ot:) Lfztm-M&WZTHF (2 0ml) 4 , tw*»t*4-^D 

□ ^>yJk>7-h* (13.0g, 85.85'J€;W i&$c£il> 
fflT3«SIHJJft#Lfc. -t©*a£€r^ U 2- (2-7"oWh+-» 

-2H-fh7th*Dt!7> (15k. 7 1.7 5'JtJW <&ML, 

fc. ff-LfcW««lffi«5*iK*5S (MgSO,) U SiflU Jt^TTJBKfLfc. 
^7 □ *7 h £^ ^ 77 -f — ( / \+ H 7> l | | 03 0 50%, 6 0 %*5cfcl>*8 0 %DCM 
) fc«fcg*»88LT5£JSfl:£r*J (19.7g, W98%) LT 
#fe„ 'H-NMR(CDCI 3 ) <5 1 . 53-1 . 64 (m, 4H, CH), I. 71-1. 82 Cm, 2H, CH), 2.09- 
2.16(m, 2H, CH), 3. 52-3. 57 (ra. 2H, CH), 3. 80-3. 93 (m, 2H, CH), 4.05-4. 10 (t 
, 1H, CH), 4.55-4.60(11), 1H, CH), 7. 28-7. 41 (m, 4H, ArH)« MS: m/z 284 (M+H 
). 

[0 10 7] 
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(b) 2- [ [4-757-3- (4-^nD7i-JW ] -2H 
-fh7t h*P£^> 

x^/— (2 0ml) 4 , t*3ij- ; 5'7^"-*y^>'l' (8.0g) co^€r^)^, x 

(160mt) >f(C*5lt-§>2 - [ [3--/7y-3- (4-^PP7xX 
JU) ] ^PkMI^*^] -2H-rh7tHPk'7> (2 5g. 8 9.45'J^E 

;u) o^^jp^fe. g&^&WTSMteiDtt!:, 7*8^7 >^xc a ( 

3 0%, 12 0ml) £}JII*-7c 0 ?M^$rParr^M^^^T7K^ (5 0psi) TIC 

, s^^bfc mmm*&m (Mgso 4 ) u ;5$u k^tt^l*:. 

« (I3.0g, 5 1%) fc»^©Mltt*£LT»&. iH-NMR(CDC1 3 ) 8 1.51 
On. 4H, CH), 1.65 On, 1H. CH), 1.74-1. 82 (m. 2H. CH). 1 . 95-2. 01 On, 1H, CH) 
, 2. 76-2. 97 On. 3H, CH), 3. 16-3. 18 On. 1H. CH). 3. 41-3. 44 On, 1H, CH), 3.57 
-3. 80 On, 2H, CH). 4. 41-4. 49 (dd. 1H, CH), 7. 11-7. 16 On, 2H. ArH), 7.28-7.3 
0(m. 2H, ArH). MS: 284 CM+H). 
[0 10 8] 

(c) 4-757-3- (4-^PP7xX;i/) - 1 -79 S—)U 
tfS-JV (9 0ml) t\HZt$tfZ>2- [ [4-757-3- (4-!70D7x 

] 7^;M-*x] - 2 H-fh7t HDtT9> (I3.0g, 4 5. 7 5 'J 
^;i/) ©MiSC6N HC 1 (1 1ml) ^rJUnx.. ■J6J*#Ufc. 
»WS«*aST-CI«*L. JS«f«I«:/KJw»WUfc. 1 2 OT?ttimu pH 

£ 5 N#»MM- HJ ^AT? 1 4taW!KU. iIfH*j£E t O A c TfflJEBUfc. 
LfcE tOAciffitH^^IU^k^-hU^A^TtJt^L, (MgS0 4 ) 
U 3iiU I^TTilLTl^l^ft (9.0g, 9 9%) »H-NMR( 
CDC1 3 ) 6 1.80-1.96(m, 2H, CH), 2.53(s. 3H, OH. NH). 2. 71-2. 75 (m, 1H, CH 
), 2. 83-3. 00 (n. 2H, CH), 3.49-3. 57 (m, 1H. CH), 3. 63-3. 70 (m, 1H, CH). 7.1 
0-7. 15(dd. 2H, ArH), 7. 27-7. 30(dd, 2H, ArH)„ MS: m/z 200 (M+H)„ 
[0 10 9] 

(d) 3- (4-^DD7irW -4- (xh^->7j;P^x;i/75/) - 1 ~7 
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9 J -ft 

iWDDWM-h (4.7mL 49.55'^) *DCM (125ml) 
+ C*tt*3- (4-^D7x^) - 4 -75/-l-^^ (9-0 
g, 4 55'Jt;W ^MJXW5>(7.2 m l, CD** 

HC1 (6 0ml) *ii*lN HC 1 (7 0ml) , fcfnJMHM- h 

i)0& (7 0ml) l5J;«ttth'JWt»U WSk (MgS0 4 ) U 
*iIU W«t*IIW6UT««b** (11.4*, 9 3%) «JtftO«l««tL 
TfSfc. >H-NMR(CDCl 3 ): 5 1.18-1.23(1, 3H, CH), 1.75-1. 84b, IH, CH), 1. 
90-1. 99b. IH, CH), 2.94-2.99(m, IH. CH), 3. 21-3. 30b. IH, CH), 3.47-3.6 
5(m. 3H. CH), 4.04-4.1KQ. 2H. CH). 4.58(s. IH, 0H*fc(*NH>. 7. 12-7. 15 M 
; 2H. ArH), 7.26-7. 37(m, 2H. ArH) . MS: m/z 272 (M+H). 
[0 110] 

(C ) 3- (4-*DD7x=J» -4-N-^75/-l-^^ 

£©«*«tt*«3nW*(H. Kubota. A. Kafefuda, H. Nagaoka. 0. Yamamo 
to. K. Ikcda. M. Takeuchi. T. Shibanuma, Y. IsomuraWChem. Pharm. Bull.. 
46(2). 242-254 (199810) : U*Ufr#&. *©iatt«««nTlr^&* 
. CC^t. *JWfcU?Ok7*3=tfA (3.36g. 9 35U*;W 
OCTHF (5 5ml) (0<C) UfcJWNB^*K:. THF d 10ml) + fc 

^ tj .^ 3 _ ( 4 -/;dD7i^) -4- ~ 1 ~~ 

ffiBMU ft* (3K») ^»hU9A (14ml) fi**ft 

0 *>!«** U t^htll/«aU THF»L. ^^2TTii 
Lfc. ?D7^57-f-(DCMr|'©l-lO^^;-^) ICctO^SbT 
XJBftm (5.8 5 8. 6 5%) .H-NMR(CDC1 3 ) 
6 1.86-1. 94b. 2H. CH), 2.44(s, 3H. CH). 2.69-2.86(m. 5H, CH, OE^m 
H). 3.51-3.58(m, IH, CH), 3.66-3.77(m, IH, CH). 7.09-7.12(d, 2H. CH). 7. 
25-7. 29(d, 2H, CH), MS: m/z 214 (M+H). 
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[0 1 1 1 1 

(f) N _ [2 _ ( 4 -«rPD7x=JW -4-tHD*->^] -N-*** 

ftJRDCM (12ml) 3 hn- 1 hXfl* 0H«. JL. Lo 

leyHOJ. Org. Chem. . 54, 3596 <1989*» (0.7 6g, 3.55-J^) © 
W«*«lfcttMtS*W-J;U (0.3 8.1, 4.3 851WW WtfDMF (3 
0/iD »«*Ml-e3»IBBI»l^ WBUTBWMfc* (0.8 2 4 g 

Ufc. 3- (4-?OD7x-JH -4-^75^-1-^^^ (0. 
7 4 5 g> 3.55-j^) , D CM (30ml) ^cktflN NaOH (4.37m 
1) <DK® (0-C) UfcWW***^ DCM (12ml) <*tc:fcl** 3 -X h D 
-l-t7HM0MH (0.8 2 4 g, ©»**WMLfc 
. S^ftO«2.5*DWW*U **Jn*> *«*DCMT«I 
HiLfc. -&-Ufc*«Bftm**«* (MgS0 4 ) U *»U KffiTTW8b 
fc. ?D7h^7-f- (EtjOfOOX. 50%, 1 00%EtOAc) fc 
J;0WIT«^ (1.2 5g, 8 7%) ***fi©H*fc UT»fc. MS: 

m/z 413 GM+H). 

[0 112] 

-- hn- 1 — h* 
DCM (10ml) *fc*5tt**<M-*-*'J* (0.4ml, 4.5 55'J^M © 

^ (-7 8-C) VTztmmmiZ. DCM (5ml) *C6tt*DMSO (0.6 
4ml. 9.105'J^) ©»**»*.fc. «^7 8tf5»i:«U D 
CM (6ml) ^DMSO (3.4ml) + Kl*tt*N- [2- (4"^D7 

*JJU#*-*5F (1.2 5g, 3.0 35U^) ©i£?t££»L7c. i&i££-7 
8X)T15W«U h>JlW5X2.B4il, 18.25U**) *tt 
Afc «Wft-7 8X:T3 0»M. *aT?2WMB»»Ufc. DCM (7 5 

ml) *5«fctf IN HC I (7 5ml) JB*#*U (M ^ S 
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0„) U J*2T"T?*t8Lfc. ^D7h^7^- (S/'J*yjU:Et, 

Ot©DCM, 1 : 1) iZ&O&mVXmmoHt&VO (1.1 5g, 9 2%) * 
TO^CDBl#:<tUT#fc 0 MS: m/z 411 (M+H). 

[0 113] 
«0J 4 

N- [2- (4-^OD7x^) -4- [4- [ (S) - 2 - *^7Jl/7 
-;U7x-Jl/| - 1 -tf^'J -N-*^-3-5'7V- 1 - 

^WJ7$/WMtt4- [ (S) -2-/f^^7^-;V7 
x— )V] -t°^U->*> (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnraacht, CJ, 
Jr.: Veale, CA., WO 9516682) £N- [2- (4 - 2 O D 7 -4~* 
^J-l^M -N-^fJP- 3->7; - 1 - t7^U>M^itS HtKft: 
£-th ?X>«£l::gfcLfc. 'H-NMR(CDC1 3 ) (7 5h'D-f->3>»^ 
t*x>h) 6 8.19(s), 7.92(m). 7. 67-7. 32 (br m), 6. 98-6. 58(br m) , 4.49-3. 
98 (br in), 3. 49-1. 25 (br m), 0.87(t. J=7. 5) : MS: m/z 598.3 (M+H). 
[0 114] 

(a) N- [2- (4-^D7x^) -4-tb'0^>7*f JP] -N-*^ 
- 3-y7; - 1 -^-7^5 H 

JMStf#+MJ;l/ (1 9 5wL 2.2 3 5'J^) £DCM (1 0ml) *K:*5tt 
5 3-y7y-l-t7hX«S (^Jl. Ig(O) (4 0 0mg, 2.035 

F*3iiiiic»ttT (-en-e*n3 0Mi) Jra*fc. iaF«&a«£ETT»wiLTa6© 

fn*^Tt«U D CM (15ml) Ot^i 
N _ [2- (4-9DD7X-JW -4-kh , D*'>7*f;H -N-* 
*-;U7'5> (fc*0J3) (4 3 4mg, 2.0 35'jm 5ml<7)DCMfC»«PL 
fe) fe^NaOH (1.0M, 2.5 4ml) &tiaZ-fz. £fi*t?Jjnfibfc«. « 

ffi£*j£3Oml"ro0O. 5M HC 1 43 «fc^fiS*0®^^ h U 
•>A-CttWl» (MgS0 4 ) U S&U «JEET7f*ieUT«S«ft«>ia« 
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4*9 (6 9 2mg, 1.765 U 8 7%) 'H-NMR(CDC1 3 ) (75 Ha- 

f-ya>»Xtr>M 6 8.09(s), 7. 85 On). 7. 72-7. 50(br m), 7.43-4 
.35(br m). 6.92(d. J-6.8). 6.85(d, 1-7.8). 6.6900. 6.650O. 4.57(brm). 

3.99(brm). 3.70(m). 3. 50-3. 10 (br m) . 2.67(s). 2. 03 00. 1.890O. 1.580b 
); MS: m/z 393.0 (M+H). 
CO 1 1 5] 

(b) N— [2- (4-^P7i^) -N-*^-3 

DCM (5ml) WWDMSO (356/tl, 
5»IIt)toT-7 0t-CDCM (5ml) ^C^WStt^^'J^ (2 19m 

l 2.5i su^W ©m#MK?WJnbfc. 

15«ba N — [2- (4-?OD7i^) -4-th'D^ 
J-M (7 8 8mg, 2.015^ 

J10 £DCM (5ml) •fWMiiLTmbfc. 

[0 116] 

i§^-7 0tS-C^l, MJXW5> (1.4 lmU 1 0.0 35'Jt 
JW (5ilODCMC*«lfc) *8MnUfc. 1 5»im IMtM 
STM U DCMTWU 0.5M HC1 (3 0ml) , tSSUSK*^ b U * 
Z> (3 0ml) TfilltUU, (MsS0 4 ) U aBjWbXaOHfcfl&ttfc*^ * 
Mi?a7h ^ 7/f _ (^>r|, W5 0%EtOAc) (CcfcO^LT'M 
WliflGM (5 4 3mg, 1.3 95W. 7 0%) £ LT»fc. 'H-NMR( 
CDC 10 (75HP'f-^3>-WXbr>h) <5 9.71 (s). 9.60(s). 8. 18( 
m), 7.86(1. J=7.8). 7.68-7.290O. 7.51 00. 6.87 0. 1-7.2). 6.67(d. 1=8.4 
). B.570O. 4.56(brm). 3.98(br m). 3. 71 (br m) . S.420O. 2.97 0O. 2-67(m 
); MS: m/z 391.0 (M+H). 
[0 117] 

N _ j- (s) _ 2 _ (3 ,4-^DD7i-iW "4- [4- [2-**** 
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mmfcmy^yit^^mLx^- [ (s) -2- 

4- (2-^M;P7^JI'-6-7MD7x-;H -tX>Jy>i:Jx^ 
?X>gU£K£i&L/i. MS: m/z 650 (M+H). 
7C^W(C 3 5H34C1 2 N 3 0 2 SF • 1.05 C 6 H 8 0 7 • 1. 1 H 2 0<hLT) : 
tfJMk: C% 56.87 H% 5.15 N% 4.81 

nmm-. c% 59.88 h% 5. 16 n% 4.71 

[0 118] 

&§g&4- (2 - ^ WW;P7^^~ 6 - 7JPtn7i=;W -fc?^U~>*> 

(a) 4- (2,6-y7Mn7i^) -tfUv J > 

7K (1 Oml) ^{3*5lt-5 4-yP ; E:-trU v>J£5£& (1. 1 2 g> 5.765 
U^W , (h'j7i-MX7^» A^v^A (0.2g. 0.1 

7 3 5iJt;V) , ^>-tf> (12. 5ml) 43«fctfEiBtf- HJ *A (2. 1 4 g, 2 
0.2S'Jt;W ®8ttP-ffi£#JC> X*/-JU (3ml) 4>W2,6-y7MD^ 

>-tf>3jip>sj d.og. 6.3 3 5'j^) zmtt. m^m^-mmmmrM 

U EtOAcT^ttU (MgSO,) u sau ?u-?h? 
77 4-\Z£K)&MlsTi\ : .J&®Z&&<OMti i (0. 1 9 g. 16%) tLTfSfc 
. Ul-NMR (CDC 1 3 ) 6 8.71 (d. 2H), 7.40(m, 3H). 7.05(1, 2H)„ MS m/z 192 ( 
M+H). 

[0 119] 

(b) 4- (2-ft/f^-6-7M07i^) -tTU^> 
DM F (10ml) (2 , 6 - y7J^D7i=^) -tfU^> 

(0.45g. 2.3 55U^) . ^WW^Vth'J^* (0.21 

77^-t«fc«9^SaLT^^^fe©a^ (0.44g, 85%) <hLTt#fc 
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. >H-NMR(CDC1 3 ) a 8.71 (d. 2H). 7.32<m, 3H), 7.07(d. 10.-6.97(1. 10. 2 
. 39 (s. 3H). MS: m/z 220 (M+H). 
[0 12 0] 

(c) 4- (2-ft^-6-7^0-7i-^) -tf^U->*> 

X*/-^ (2 0ml) *\ZWtZ>4- (2-f^/^-6-7MD7i- 
;W -t!'Jv> (0.54g, , HCI (0. 5ml) *SJ:tfP 

tO, (0.5 4g) (5 0psi) TT2 2«?W«»bfc. 

fc-fc:Mh«aUC*ilU X*/-»Tifc#U ««fU EtOAc*S««HS 
*INaHCO s T#KUfc. *«M*tt*U ML, i'OTb^ 

4-C«fcg«SLT£j***£>*&<&H# <°- 1 25%) £LTl#fc 

. IH-NMR(CDC1 3 ) 5 7.160b. 1H). 7.97(d. 1H). 6. 80 (id. 1H), 3. 17 On. 2H). 2 
.70(1. 2H). 2.46(s. 3H), 2.08(q. 2H). 1.70(m. 4H). MS: m/z 226 (M+H). 
[0 12 1] 

(d) 4- (2-^^7^^-6-7MD-7i-iW _tf^U">*> 
4- (2-ft^^-6-7MD-7x^) _tf^ij^> (0.1 4g 
0.6 25'J^) . Et 2 0 (5ml) 43 «fc^E 1 2 04> © 1 N HCI (0.7m 

u o.6 85Ut;w ©jtM*MT5#iw«#u &$es-B:fc. sWr-*t> ( 

3.7ml) *5=fctfX*y-^ (1.8ml) 0"CTf* (1ml) if Oil 

dcSRK^h'JCA (0.1 48. 0.6545'J^) fcftl*fc. Efc«fc<»*« 
fflT9RTO^Uytc (5ml) 
. (2ml) -fOKOH (0.0 3 5 g, 0.6 25'J^W *in*.. ® 

MlTMtl^iifi©i^ (0. 1 5g, 3SS> tUTtffc. 1H-NMR(CDC1 
,) 6 7.81 (d, 1H). 7. 44 On. 1H). 7. 16 On. 1H). 3. 22 On. 2H). 2. 70 On, 5H), 2 
.180b. 2H). 1.84(s. 2H). 1.74(d. 1H), 1.56(d. 1H). MS: m/z 242 (M+H). 
[0 12 2] 

N- C2- (S) - (3,4-^DD7i-;W "4- [4- [2-*^** 
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-3->7/-l-t7^5h^X>Sli 
«S«PJBSW7 5 y ft*tt*ffiffi LTN- [2- (S) - (3,4-^007 

1- JW -4-^V-^;H -N-/^-3-x7y-l-t7^5HS; 

4- (2 - ^f;w;i/7^-;i/- 5-7*o^7i^w - e^u -a- 

X>»ttiKSE!ftLfc. MS: m/z 712 (M+H)„ 
[0 12 3] 

(a) N-7x^Mh*'>-AM-JP-4- (2-/^^-5-7*0^7 

fcHfiSS (0.5 Oral) tON-7irJH/h^y-*J^-^-4- (2- 
>(^ft7iiJW -^ijy> (Jacobs, R: Shenvi, A; EP 630887) (1 

oomg) z^?zmm&\ i 7^7^x/T±Lb>&m6^m%iZ j &fr. m& 
m&m\z*mm ci.oomi) wz&nz&m (6 8mg) ^mm^s^z^rz-o 
mutt. fcfom&w&imm\zt>fz?T%M£T~h\)nv. 4 0^3 o^mon 

OTC£T?fr£PU Mzm^fz* (2 5ml) (Cft^c. 
[0 12 4] 

M&WZE t OAc (3 Oral) T~m&V. * (1 5ml) , fttfllN aHCOg ( 
3X 1 5ml) i5ctr>V7-T> (1 5ml) Ti5fc#U (MgS0 4 ) U 5i§ 

L-s Mri-'FTiS^LT^^Srfltl^ (6 0mg) iLTtl/:. iH-NMR(CDCl 3 ) (5 
1.51 (n. 2H). 1. 75 On, 2H), 2.82(br s, 2H), 3. 04 On. 1H), 4.26(br s, 2H). 
5.08(s. 2H), 6.99(dd, J=9.0, 3.0. 1H), 7.18(d, J=2. 1. 1H), 7.23(dd, J=9. 
0, 3.0, 1H), 7. 29(m, 5H) ; MS: m/z 442, 444 (M+Na). 
[0 12 5] 

(b) N-7iZJMb*->-MJi'-;h4- (2-*^;U7Jl/7^Jl/-5- 

*$;—)V (0.6 7ml) ct'ON-?!^- / h*y-*M-^-4- ( 

2- *^)V?-*-S-7u=£--7x.=-)\,) -M^)i>> (0.2 0 2 g) . DC 
M (0.3 3ml) *5«fctf*Ifflfi (1.0ml) ^WtSMlC3 0%H 2 O 2 (4 8 
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Mi) *WbDU «nri8»nn«»u «kwu *** (soil) fc8**«. 

fiM «EtOAc (3X7 5ml) T»WU figfPNaHC0 3 (2X2 0ml) 

t?»u tt» (Mgsop u *»u «ttu f^^^^ (1 : 

l^W:EtOAc, *KEtOAc) CJ;i)««UT*lWfc (2 5 0mg 
) ft|3fi©H#fcUTllfc. >H-NMR(CDC1 3 ) 6 1.66(brm. 2H). 1.87(m. 2H), 
2.70(s, 3H), 2.90(br m. 3H), 4.36(br s, 2H), 5.l7(s. 2H>. 7. 39 On, 6H), 7 
.6lCdd. J=8.7, 2.1. IH), 7.87(d, J-8.4. IH) ; MS: m/z 458, 460 Ol+Na). 
[0 12 6] 

(c) 4- (2-^W7^iH5-^^x-JW -tf^U->*>hU7 

h ,j 7 MDffl (7.0ml) pfCDN-^x^-^I-^^-^^-^ -4 
- (2-^7-f^-5-^-7x=*) -k^Uv> (I2 5mg 

DCM < 25ml) 

[0 12 7] 

««*fcS**U 3O0DCM (2 0ml) T^LT*^****©** 
« (140ig) fclTHft. 1H-NMR(CDC1 3 ) 6 1.91(brm, 1H) . 2.21(m, 3H). 
2.83(s. 3H), 3.18(br m, 3H), 3.52(br s, 2H), 7.53(s, 1H), 7.69(d. J=7.5, 

IH), 7.87 (d. J=8.4, 1H), 8.53(br s, 1H), 8.83(br s, 1H) ; MS: m/z 302, 3 

04 (M+H). 

[0 12 83 

'Mmm 7 

N- [2- (S) - (3,4-i??D07i^W - 4 - t 4 ~ C (R ' S) ~ 2 

*5EW73yfc*fr*«tfHLTN- [ (S) -2- (S.4-^B07*=* 
) _ 4 -**V^*] -N-^-3->7y-l-t7^F (2 5 5mg 
, 0.6 05U^) *4- t (RS) -2-^^7^*-7*=*] 
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tf^Uv> (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CJ Jr; Veale, 
CA; WO 9516682) (2 0 1mg» 0.5 9 55U^) <hSfS$i±> £x>8Hfifc 
S&U 3i§lC«fc9E t 2 0*^Ml,TM^I (2 9 0.7mg) *&&<DB 
*tUTftfc. MS: m/z 632 (M+H). 
ycm^^i(C 3 5H35Cl 2 N 3 O z S • C 6 H 8 0 7 • H 2 0<h LT) : 
flt^M: C% 58.43 H% 5.38 N% 4.98 
H$Hi : C% 58. 20 H% 5. 28 N% 4.95 
[0 12 9] 

N- [2- (S) - (3, 4-y^QP7xr;W -4- [4- [ (R) -2- 

*7-)\s7,)\sy<(-)V7x.-)V\ - i -K^u^n;W 75MU] -n-*^- 3 

®rcW7$/ffc&f|=£f£fflLTN- [ (S) -2- (3,4-y^DD7i^ 
) -4-^+7^;!/] -N-^f;i/-3-y7;-l-t7^SH (4 6 8mg 
. 1 . 1 5 'J t;!/) £4- [ (R) - 2-^fJ^^7^-^7i-JW - fcf^ 
Uy> (fcf^Uv^ (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CJ Jr; 
Veale, CA; WO 9516682) (2 3 2mg. 1.0 45'J^JW tSfS&tt, ^X> 
SUttf-gifcU 5«0E tjOA^fSSSUTilft^ (6 5 l. 2mg) 
&<DKr*i£LXmfz. MS: m/z 632 (M+H). 
X^f>^imC 35 H 35 CI 2 N 3 0 2 S • C 6 H 8 0 7 • H 2 0t IT) : 
MM: C% 58.43 11% 5.38 N% 4.98 
r MMW : C % 58.10 H% 5.20 N% 4.82 
[0 13 0] 
'MJ&m 9 

N- [ (S) -2- (3,4-y^7DD7iZJW -4- [4- [ (S) -2- 

^fj^;P7^^7i-^] - i - tr^u ->*x;H -n-^^;u-6 

-y7/-l -^7*5 Hi7X>^ 
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*-#vjv&timisT6-is7si-7bxmfrp>m?&isit) *n- c <s> -2- 
(3,4-y^DD7xr.jw -4- [4- [ (s) - 2 - *^;ux;U7 w 

(b)> tEj&si^ ?x.>mmzmwkVfz. 

7C^^W{0!(C3 5 H35Cl 2 N3O 2 S -1.0 C 6 H 8 0 7 • 0. 9 H 2 0£: LT) : 
ffrJHl : C% 58. 56 H% 5.37 N% 5.00 
XftHR: C% 58.64 H% 5. 23 N% 4.81 

(Dewar, MJS&cfctXGrisdale, PJ; J. Amer Chem. Soc. , 84. 3541 (1962^)) 

[0 13 1] 

(a) /^l/6-t Ha^y- 1 - t7 hi- h 

D CM (44ml) ^iC^ltS 6 - t H D+y- 1 - t7 MSI (2.5g, 1 
3.3 5U^) Offiftmmz, mtttVJJV (1.4 5ml, 16.65U^ 
) *5«fctf2iR<BDMF£ijn*fc. 8««*IT4. 5^WMBfU, »*8Lfc. * 

(2 0ml) «r£*Sfi^»»C»lA, 5^PflUQ*«aaELfc. «ff«Sr 

M*1fJ*aiL» ^TT7ig^Lfc„ y-D^h-^7^- (y'J^yjl'iDCM 

tfo i x*5«kof2 iaoi8iauT^ft^i^M©@* (2. 

22g« 8 3%) tLTtlfc. iH-NMR(CDClj) 6 4.00(s, 3H, CH 3 ), 5.54(s. 1 

H, OH), 7. 20-7. 26 (m. 2H. ArH). 7.41-7.46(1, 1H, ArH), 7. 83-7. 86 (dd, 1H. 
ArH), 8. 01-8. 04 (dd. IH. ArH). 8. 80-8. 85 (d. 1H, ArH). MS: m/z 203 (M+H). 

[0 13 2] 

(b) *^;U6 - h 'J 7 )l*U *?)V7>))sfc—)Vtti'- 1 —2" 7 hX— h 

D CM (5 0ml) ^ms/f^e - t Ho*y- 1 - t7 hX-h (2. 
15g. 1 0 . 6 5 'J ^U) <DttiW (0*C) Ufcfl&ftgi&f::, h UXf^7=> 
(1.48ml, lO.eS'J^^) h 'J 7)V^U*&>7*)V&>ffc$k7ktyl ( 

I . 7 9 ml, 10.65 U^rJl/) £JjH*-fc. m^mXlSttt^- h 'J AJC£g\ 
JB*#«!U TK/l^E tOAcTiffil/fc. 

^-Lfc**JB*ftJ» (MgSQ 4 ) U «£TT?»RIL-C3SH4"fc£ 
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(4.2 3g) tLXmtz. 'H-NMR(CDCI 3 ) 
>Z$tS) 6 4.00(s, 3H, CH 3 ), 7. 48-7. 52 (dd, IH, ArH), 7.60-7.65(1. IH, 
ArH), 7.80(d, IH ArH), 8. 04-8. 07 (d, IH, ArH), 8. 28-8. 32 (d, 1H, ArH), 9.0 
6-9. 09(d, 1H, ArH) 0 MS m/z 335 (M+H) „ 

[0 13 3] 
(c) /?Jl/6-y7y-l-t7hl-h 
DMF (14n.I) *lZ&VZ*TJU6-h<)7)\,*n*?-)l,X)U*-)],**--> 

_1 ~ t7hJ: " h (3.5 g , io.5 3'j*;w ommrniz. U7>im& 

(0.86g, 7.33S»J^) (hU7x-^770) 
A*7^A (0.48g, 0.4 15$iJ^) £jUn*&. »»S8 0tT4 5» 
WJnfcU h »J ">A»«tttlr>3?;. jS-&«*E t OAcTftjfcHU 

(MgSOp 3«U S^TfiSiU;, *D^h 
^^-(^U^^k^-tf-^CDE t OAc, 1:9) \z£ OMM Lt^S 
fc^tt (l.OOg, 2IgT4 5%) *afi©0*iLT#fc. 1H-NMR(CDCI 3 ) 
5 4.03(s. 3H. CH), 7.65-7. 67(1, IH. ArH). 7. 73-7. 76(dd, 1H, ArH), 8.07- 
8.10(d, IH, ArH), 8.28(d, !H, ArH), 8.35-8.38(d, IH, ArH), 9. 10(d, IH, A 
rH) 0 MS m/z 212 (M+H). 

(0 13 4] 
(d) 6-y7y-t7Mi 

THF (5 5ml) *j«fcat/K (2 2ml) Wz&VZ X^fr 6 - / - 1 -±y 
hx-h (l.Og, 4.7 35'J^) WMl:iN N a OH (10ml. 
9.9 35'J^I/) ; -i^)MTHflftMl; L£ 0 

MT-«fctB*f-L, «^TTffl«Lfc. 1 N HC 1 TpHl £Tfi£ 

ftfc U EtOAc L/c. 

£-Lfc*r«@£te« (MgSO.,) U *jfiU ^^TTTOLxm^OD-ft 
£fe (0.7 6 7 g. 8 2X)MfiOHIfrtLT»fc. I H-NMR (DMS0 d 6 ) 6 7. 
75-7.80(1, IH. ArH), 7. 91-7. 95 (dd. IH, ArH). 8. 25-8. 36(m, 2H, ArH), 8.71 
(d, IH, ArH), 9.02-9.08(d, IH. ArH), I3.4(s, IH. *). MS m/z 19601-1). 
[0 13 5] 
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mmm 1 o 

N- [<S)-2- (3,4->^nD7i-;P) -4- [4- [(S)-2-*-^ 

)IX)V7 << -)V7 x— - 1 - t^'j-7x;i/| ~J=f-M -N-^5 L ;i'-4--> 

7/- 1 —1-7?$. K7X>&1& 

4-y7y-l-t7fXi (0.0 9 0 g, 0.4 55'J^) . D CM (3 
ml) , mtttWfr (0. 0 6 3 g, 0.505 U^W *3J:tfDMF (&5 /* 

7-fHs*7*7-rhM#:tLm ^nzmmmisiz, mm7~>Mt& 

MtffflLT4->77- 1 -^-7 h-OU^o^-f H (0.0 9 0 g) SN- [( 
S)-2- (3,4-y7D07z-JW -4- [4- [(S) - 2 - *9\>P*;i/7 

4 =.)17 - i - tf^Uv-;!/] 7*^;i/| -n-^W5 

TittNittX (0. 2 1 5g) -tn*i7X>S?^t^ifeLfc. MS m/z 631 (M 

+H). 

[0 13 6] 

(a) ^f;H-7ot-l-t7M-h 

D CM (10 0ml) +fc:*JJt4 4 -70^- 1 -^7 Nx&(Fischer, A<otf)J 
. Chem. Soc, 1426 (I958¥)>. mt*ttV)V (2.56g) *5J:tfDMF ( 
5 //I) <B»«*3BSWtJt#U SfftU ^fCDCM (5ml) 

SBIffiU i?DYh^77-f- (D CM) tC«tOli?»!UT*iS«!J*&eoHf*: ( 
4.8 5g) tLT^Jfc. IH-NMR (DMS0-d 6 ) : <3 8.83-8. 77(m, IH), 8. 31-8. 25 C 
m, IH), 8.01 (s. 1H), 7.82-7. 75(m, 2H). 3.96(s, 3H). MS m/z 2 6 5 (M 
+H). 

[0 13 7] 

(b) 4-y7y-l-t7hXi 
/f^4-7Dt-l-t7hX-h (0.5 0 9 g) . . ->7>itm(l) ( 

0.174g), lMWkf'J v 7 >^cfct/DMF (5ml) <Dmi&Z 1 8 0 "CT 5 mm 
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#«tt*lN HC1 (2 0ml) %>&&1v-iy (4 Oral) 
, ®M (Na 2 S0 4 ) U 3i§U Silt^JH->7;-l-t7M- 
h**860ilh«* (0.2 13 g) tbTffc. MS ra/z 196 OH). 'H-NMR (DMS 
0-d 6 ): 6 8.74-8.69(m, 1H). 8. 29-8. 15 d. 3H) . 7. 92-7. 83(m. 2H). 3.99(s, 3 
H). ^JUXfJK LiOH-HjO > THF (3ml) , * (1ml 

) *$&tf*9S-)V (lml) OiKifiT-tt^^!^^^ 1 ^ 
fMUfcyXfcUfc. IjISWtth'JfAttSiU Et 2 CrcMJtHbfc 

IN HC 1 £flUAT7KHfcpH2£TgH4t::U E 1 ,OTttlttl Ufc. 
* (3 0ml) *J«fc^?-f> (4 0ml) T»U («KfiS^h'J^A) U 

[0 13 8] 

3lM0iJ 1 1 

N- [ (S) -2- (3,4-y^OD7x^) -4- [4- [ (S) -2- 

,6-7y7y-l-t7^5F7I>ltfi 

»KI7->;Mb*ft*««UTN- [ (S) -2- (3,4-77no7i-^ 
) -4- [4- [ (S) - 2-/fM^7^^7x-JH -1-tr^U^— 

^ ;u] . N -^75 >* 3, 6 - i?^7/ - 1 - t7 K MdM 
F Wfc*** 'J U3,6-y->7/-l-t7h XHM* b K£ Ufc) 

«^£^X>^m«&Lfc. MS: m/z 657.2 (M+H). 
[0 13 9] 

&W<Lft)\># ymVJKOHr) Cl/THJSL/fc. 
(a) 3-->7/-6-* h + ->- 1 

DM F (12ml) ^1^X^3-^-6-^*^-1-^7^ 
-h (WrobelbWJ. Med. Chem. . 34, 2504 (199140) (2 0 6mg, 0.6 65 
|J*;W , Zn(CN) 2 *3ctt>*^h^+7s (h'J7x-^X7^» '^-^ 
A (36mg. 0.0315'J^) OjW*8 OtTl«r«H#l/fc. 
DCMT«U *Tife#U «tt (MgS0 4 ) L/» *i§U TOLT^fe© 
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ffiSll<T*3 t ;i/3-i'7V-6 - * N + x- 1 -7-7 hx-h (1 
5 0 mg, 0.5 8 8 = U^&;k 8 8%) £l,X&1t. XXrM8 0tl?3^ 
. THFtf©2X*»«t4 , Tl. 5^ii0L i OH£—|fcfcit#T* 0 
fr>{fcLT»HHfc£4fe*f»fc. iH-NMR(CDC1 3 ) <5 8. 99 (d, J=9. 6, IH), 8.33(s, 
IH), 7.45(dd. J=9.3, 2.7, 1H), 7.26(s, IH), 7. 22 (d, J=2. 4, IH). 
[0 14 0] 

(b) 3-y7/-6-hKD+y-l-t7hi?| 
X^3-y77-6-/h + y-l-t7hX-h (7 155'J^k 2. 

8 0 i?>mfcm (4.0g) <DM£l®*2 0 OrTSW 

MLfe. BI#<£lN HCU», DCMT?JdlHiU ( 

MgS0 4 ) I, mffilsTWm&<Dtt.%t%> (5 5 9mg, 2.6 25U^ 

. 9 4%) *ntz. "H-NMR(DMS0 d 6 ) 6 10.38(s, 1H), 8.73(d, J=9. 3, 1H), 8 
• 61 (s, 1H), 8.03(s. 1H), 7. 38 Cm, 2H). 
[0141] 

(c) JLf-JVZ -1/7 J- 6 - fc KD + y- 1 —yy hX- h 

D CM (15ml) ^lzmf^>3-^7 / - 6-t b'n^y-- 1 —j-y hxfg ( 
3 6 3mg, 1.7 0S'Jt;W . mtttWJU (1.0ml) 3 8*© 

DMF^2»b/:^TMfc. »S8*«JETTl»*L, (2 0ml 

) . #fCMJx5Mk7S> (0.5ml) 2 I^MUJK^U/i^, mi&Zm 

mTX'W&L. mmzDCMimmb, in hci, wzmmfcte-t h u 

tfATHc^U (MgS0 4 ) L, »«LTj!tfi©itlRi» (3 4 6-mg, 1.5 
2 5Ut;K 8 9%) Sr^fc. IH-NMR(CDC1 3 ) a 8.92(d, J=9.3, IH), 8.21(s, 
IH). 8. 17(s. IH). 7.37(dd, J=9. 3. 2.1, IH), 7.26(s, 2H), 4.02(s, 3H). 
[0 14 2] 

(d) 3L^)l>3-->7 y -6 - h'j7MD><fJl/XMx^y- 1 -^7 h 
x-b 

DCMtl:mx^3-y7;-6-th'D + y- 1 -y-y hi- h (3 
4 6mg. 1. 5 2 5U^W *5«fcV h »J X^;U7S > (2 54/tl) (0*C 
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2mrnmz*?;-)\' (2mi) s^px-t^l 

„ SfgU i7D7h^77^- K+t>*CD2 0%EtOAc) {C=tOMSiU 
T«^£Sft<Dj£|» (4 3 8mg, 1.2 25'JtJK 8 0%) iltffc. > 
H-NMR(CDCI 3 ) 6 9.20(d. J=9. 6, 1H), 8. 41 (s, 1H). 7.88(d, J=2.7, 1H), 7.6 
6(dd. J=9.6. 2.7, !H), 4.06(s. 3H)„ 
[0 14 3] 

(e) lf^3,6-yy7/-l-t7M-b 

DM F (8ml) rpiZ&\iZ> 5.^)13 -IsT J - 6 - h U 7 )llru *^)VX)V& 
-M+y-l-t7hX-h (4 3 8mg, 1.2 25U ; £)I/) > Zn(CN) 2 ( 
8 6mg. 0. 7 3 2 5 U^W *5=btfxb^X (h'J7i-MX7^» A' 
(5 9mg. 0.05 15'J^W CD^£ 8 0 t^T' 1 fHfrffiM#D7c. 7fg 

^Et 2 o-cti5u 7jcm#u (Mgso 4 ) u 3i§u mmvrz 

, ^D7h^77^f- (D CM) (Ccfc9M§3LT£/£t!£a£W*ft* (2 6 7rag 
, LUSU^JK 93%) iLTIOIiRUfc. 'H-NMR (CDC 1 3 ) 6 9.18(d. J=9. 
0, 1H). 8.50(s, 1H), 8.45(s. 1H), 8.34(s, 1H), 7.91(dd, J=9.0, 1.5, 1H), 
4.06(s, 3H). XT.^^^8 0rT2H#ral TH Fty(D 3 %A<.m%L$ t T* 1 . 2 ^ 

, DCMT'^LT0TSg^«^I^itJS$it, ^n£^j©{C J; 0 £lfeCD*fr;fc £ D 

[0 14 4] 

'Mmm 1 2 

N- [2- (S) - (3. 4 - y7 0 07ir;W -4- [4- [ (S) -2- 
^fJl/7^7^-Jl/7i^] - 1 - tf^'J y-JH -N-^^;U-3 

giDCM (5ml) rffC&ltS 3. 4-vi>7/- 1 -^7 hx& ( 1 2 1 mg 
, 0.5 4 2 5 'Jt;!/) (Dtmmmz. mt**-V x ))l (8 0. Omg, 0.635 

utjw ^cfc^DMF do /zi) *m?it£o MT3B#r B m dcm^t 

T|&£DT3, 4-yy7/- 1 -±7 h-i)V9U?1 K£*#7c. 
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N- [ (S) -2- (3,4->^OD7x-W -4- [4- [ (S) -2- 

*?-)V7.)V7 * -fry x-;u] - 1 -tr^Uv'xji/i t*^;w -n-^wuts 

> (2 7 lmg> 0. 5 9 75'J^) <h£j&£tfT7X>&ifi£^|&U 
ctOE t 2 0^£WLTM<fc1=?^ (2 9 1. 7mg) ^SfiO»*tLtffc. 
MS: m/z 657 (M+H). 
^#ffiM(C 36 H 34 Cl 2 N 4 0 2 S • C 6 H 8 0 7 • H 2 0i: LT) : 
tfI:C% 58.13 HX5.11 N%6.46 
^$Jffi : C% 58.20 H% 5.03 N% 6.36 
[0 14 5] 

&Kfc3, 4-yy7;- 1 -^7 hxgjtt^© \Z UTKI Lfc. 
3,4-yyjy- 1 -^"7 Kx& 

>WP3. 4-y*7'D ; &- 1 —T7 hx-h (12 6mg, 0 . 3 6 6 5 'J ^U) 
. ^T>ftM ( I ) (6 1 8mg, 6.895 U^W > £'J-7> (0. 1ml) 
^^N-^^;i/tfoU-7/> (2.0ml) *^Wt**i5^«l**91 5 01CT1 

&M&®.mmffiWis, zmistz. u 7k*@£igjtacz>E t oactm 

fcHLfe. ^-Lfc*«ttm*&«ci* (#NH 4 OH*»«*«fcaffi»N aHC0 3 
) U l&j® (Na 2 S0 4 ) U EtOAc^T«Lfc. £fi£«> 

BD?h^77^- (^1J->*5«fctf'v*-1J-> : DCM (2 : 1) ^©5-1 
5%EtOAc) C«fc0##LT*^3, 4-yy/; - 1 -1~7 M- h ( 
2 2mg. 2 5%) ["H-NMR (CDCl 3 ) <5 9.0l(m. IH), 8. 41 On. 1H), 8.36(s, 111) 
, 7.9d, 2H). 4.08(s, 3H) ; MS (EI) m/z 236 (M)]» /f^3-7Dt-4- 
y7/-l-t7hX-h (2 1.9mg> 2 0.6%) [1H-NMR(CDC1 3 ) 6 8.86(m 
, 1H), 8. 31 (s, 1H), 8.28(m, 1H), 7.75(m, 2H), 4.05(s, 3H) ; MS (EI) m/z 2 
89 (M)] 43=t^/^;i/4-7D^r- 3-f>7/- 1 -j~7 hX-H (2 8. 3mg 
. 2 6.6%) ['H-NMR(CDCl 3 ) 6 9.02(m, 1H), 8.43(m, 1H), 8.28(s, 1H), 7. 
8(m, 2H), 4.04(s, 3H) ; MS (EI) m/z 289 00] «r»fc. ^nSOXXf^Sf 
n-t'tlMK* tiTTHF : tK : ;U (20:10:1) «f"T?l. 1 ~ 1 • 
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U iiJlP©7K-rWRU» IN HC1T«U EtOAcTJflffiU ( 

Na 2 S0 4 ) U e toAc«srFi»*tT*n*no*^#>i 

ttJBWte, 3,4-W/-l-t7M»«6fci'07hW 
(DCM^10-2 0%^/-JW KitJttBUTMfli** (15. 
3mg, 8 7%) **7*«7-f hfi©H#tUT»fc. MS: (EI) m/z 222 00. 
[0 14 6] 

(a) *^3. 4 -5?ynt-l-t7 hx-h 

**#JWfc*=* ( 7 . 9 5 g , 3 5.65U *JU) *s«fctf«i«7-fe: hx h U ( 
3 0ml) Ol«*«^t, KtfftTirhxHJ* (10ml) *C*Jtt*;*^3- 
75 ;_ 1 _-j-7l>X-h (Adcock, W; Dewar, MJS; J. Am. Chem. Soc, 89, 
386 096730) (2.35g, 1 1.6 83U^) 

17.7 65'J^) *»1 0»fc*)fcoT«DP^«:. (ft»fi-*MM>*£** 
ffiltMU -WUc iB^tt** (1 0 0ml) &£Z*3N HC 1 ( 
10 0ml) T?ftIU I^TtMU DCM-CitHl/fc. DCMiftm«&«c» 
(fiaiPNH 4 Cl) U ttft (Na 2 S0 4 ) U *iiU DCM«STTltt 
U iH»^^D?h^77^- (4: 10^f>:DCM) CkDttlSbT 
rmMt&W (3.72g. 9 3%) 4^7*7-fh^@^tLX§fc. >H-NM 
R(CDC1 3 ) 6 8. 89 (in. 1H), 8. 41 Ob. 1H>. 8.34(s. 1H). 7. 66 On. 2H>. 4.01(s, 
3H); MS: (EI) m/z 344 (M) 0 
[0 14 7] 

'&mm 1 3 

N _ [2 - (3.4-77Mn7x^) "4- [4- [ (S) -2-*** 
X^7^^7x-W -l-^Uy-iW -N-*^-3-xh 
□ - l -i-y^s. F?x>$?i& 

x-;H -^'Jy> (Shenvi. AB; Jacobs. RT; Miller. SC; Ohnmacht, CI, 
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Jr.; Veale, CA. . WO 9516682) £N- [2- (3,4-y7Mo7x^) - 

X Lfc. MS: m/z 620 (M+H)o 
7C3g##r<ut (C 3 4H3 5 F 2 N 3 0 4 S -1.0 C 6 H 8 0 7 • 1 . 0 H 2 0i: LT) : 
SUMS: C% 57.89 H% 5.47 N% 5.06 
?%mm : C % 57. 78 H % 5. 32 N % 4. 96 
[0 14 8] 

(a) 2- [ [3-V-7 7-3- ( 3 , 4 - -/7Md 7 ilW 3 T'P kf )Vtt 
><) - 2H-fh7t Fob^> 

THF (9 5ml) *{C*5lt?>6 0%7K^b±h'J^A (4.12g. 10 35 
Ut;W ro#£P (0*0 Vfztmm&MlzTHF (2 5ml) *lc*5tt*3,4- 
v?7JU*n^>v;Pv'7— H (15.0g, 9 85U ; e;i') (Dmtfc&fftlMV, m 

m*i$M~c3mr$$mvrco mattztiw u 2- (2-7o ; exh^y 

) _ 2H -rh7t^ok7> (20.5g. 985'J^W £$!JjnU SMfc* 

mu-v-mfitwvft. mam.<tT> : e-vi*&jnx.* m^m^E t oAc-rjtttts 

Lfc. (MgS0 4 ) U 3i§U K'lSiTTiftHifbfc 

. i7D^h^77^— (^U->if©2 0 %, 9 0 9 5 %DCM) 

OWLT^ji^ (16.05g. 5 8%) ^ft^ftllt^tLTttfc. >H- 
NMR(CDCI 3 ) <5 1.55-1. 63 (m, 4H. CH 2 ), 1. 75-1.80 On, 2H. CH 2 ). 2. 10-2. 19 (m. 
2H. CH 2 ), 3. 52-3. 58 (m. 2H, CH 2 ). 3. 82-4. 06 (m. 2H. CH 2 ), 4.08-4.11(1, 1H 
, CH). 4. 56-4. 60 (m, 1H, CH), 7. 08-7. 27 (m, 3H, ArH). 
[0 14 9] 

(b) 2- [ (4-7S/-3-(3,4-y7M07i^)] -7?)V**~/] 
-211-^H^t vu\±?y 

JLf7/-)l (2 0ml) *\Z&ttZ>7*--vT)\> (5.6g) COrg^fd, X 
(144mi) +©2- [ [3->7;-3-(3,4-> t 7MD7x- 
M ] yatf;U^->] -2H-fh7th'P^7> (8.34g> 89.45'J 
=EM Zm%.tz. 7K&tffc7> ; &x?A (301 I2 0m!) ig-£#>£Pa 
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rrS«T4Hffl**T (5 0psi) fc«tr>fc. frmitKmM&M&mm<D%.foM 
£® (7.70g, 2 7.4S.*J : E)\,<Dttif&Wn~bVM <h£-U -fe^ h£ 

**T2|£3ifei*U (Na 2 S0 4 ) L, 3i§U g^TTigi^ UT 1 5 . 4 

Og (9 5%) ©M{fc^«*«tfiO«I«»t UTffc, MS: m/z 286 (M+H). 
[0 15 0] 

(c) 4-75 7- 3- (3,4-v7Ma7i-;W -l-y^/— ;u 

(100ml) [ [4-757-3 - (3,4-y7 

Mo7ir;W ] y^;l/^->] -2H-rh7tHDtf7> (1 4. 1 8 g 
. 4 9 . 7 5 'J <D#£|1 ( 5*C) Vtzm.ft®mz 6NHC1 ( 1 1 ml) 

«Lfc. 7KIH^5N NaOHTlMCL, D CMTfttl* Lift. ^-LtDC 
M«jffi^$r^ (Na 2 S0 4 ) U 3«U I^TtSiltiKt^ee 
(DEIte (8.45g> 85%) tlTifc. 'H-NMR(300 CDC1 3 ) 6 1.80-1. 94 (m, 
2H, CH), 2.28(br s. 3H, NH 2 , OH), 2. 69-2. 76 (m, 1H, CH), 2. 81-2. 88 (dd, 1 
H, CH), 2.94-2. 99 (dd, 1H, CH), 3. 49-3. 57(m, 1H, CH), 3. 64-3. 71 (m. 1H, CH 
), 6.88-7.18(n, 3H, ArH). MS: m/z 202 (M+H). 
CO 1 5 1] 

(d) 3- (3,4-y7MP7i^;0 -4- (Xh + ^M-^75/) 
- 1 -Zf* J—)\, 

X.^)\,t>UWfc)\,*— h (3.9ml. 4 0.8SUtJW ^DCM (18 0ml) 
*H*5tt^»4-TSy-3- (3,4->'7M07x^) - 1-7? S-JU 
(7.45g. 3 7 5'J^W fccfctf h'JX^7S> (5.94ml. 42.65 

■j^w <z)«hji (-4 or) L/fcaa^jjifiKcasjiiLfc. «^fiT3om 

iiST-M^lfc. *8*1N HC1T2 El. h U 7AT 2 IsJ 

tfci*U (Na 2 S0 4 ) L, 3iSU WiSfi*RSl*UT4!tH«fc^Kil (8.8 5 
g, 8 8%) £^&CD?fct^£LTf#fc. >H-NMR(CDC1 3 ) 6 1.18-1.230. 3H. 
CH), 1. 72-1. 98 (m, 3H), 2. 96-3. 00 (m, 1H, CH). 3. 24-3. 29 On, 1H, CH), 3.45- 
4.04(m, 3H, CH), 4.06-4. 140n. 2H, CH), 4.66(br s. 1H, 0H*/tliNH), 6.91- 
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7.37(111, 3H, ArH)„ MS: m/z 274 (M+H). 
[0 15 2] 

(e) 3- (3,4-^7M07i^) -N-^f;|/-4-75/-l-^ 

**rt:y^A7;i/S-»>A (2.46g, 6 5 5U^) &cfctfi&i&THF 
(5 0ml) (D^n (-lOt) istzmWUftm^ THF (4 0ml) ty\Z&tfZ> 
3- (3,4-y*7MP7i^W -4- (Xh + y-A^^75;) - 
1-7^/-^ (8.8 5g, 3 2.4 5»J^E;U) <£r3*££?fl&}Hl Lit. 1 . 

2 5raJllO#!iiiDitL. U fiSftlith'J-7A^ (15 0ml) £ 

fiftAtlL/i. M^'Mt lWif^U ir^-r h^IUT5ib, THFTSt 

Na 2 SO„) U 3iSU fllF«ESH^TTI^55l/fc. ^avh^77^- (DC 
M4 3 <£>2~5%:fccfctf 1 OX/^y-)W fc«fcDtt«LT«J8fl:£« (5.2 0 
g. 7 5%) ^il#fi(D»tLT|lt 1H-NMR(CDC1 3 ) 6 1. 85-1. 96 On, 2H 
, CH), 2.45(s, 3H. CH 3 ). 2. 74-2. 85 On, 3H, CH), 3.37(br s, 2H, NH, OH), 3 
.50-3. 58 (m, 1H, CH), 3. 66-3. 73 (m. 1H, CH), 6. 87-7. 35 (m, 3H, ArH)„ MS: m/ 
z 216 (M+H). 

[0 15 3] 

(f) N- [2 - (3. 4 -y7W07x-JW -4-t Kn + y7"f )W -N 
-/f)l/-3-ZhO- 1 -^-7^5 H 

D CM (30ml) 4Bct^lN NaOH (4.53ml) «f (C*5l7-5> 3 - (3,4 
-77MP7I-JW -N-^fj|/-4-7S/-l-7^/-^ (0.7 8 
lg. 3.6 35U^;U) (DtiiM (Ot:) LfctKJtigfrtfcK:. D CM (12ml) 
+ K*itt*3-:ihD- 1 -i-y h-fMP7-f K (^M{^J3) (0.8 5 5 g 
. 3.6 3$'J^) I»0tT2. 5fl$[H]«fc#U 

ft]*., ffi£&£DCMT«lttlLfc. (MgS0 4 ) L, ^5 

i§U KSTTMLfc. i/P?h^77^- (£120*00%, 50%, 1 

o o%e t oac) sz&vmnvxnmit&m (i. 2 5 g, 8 3%) *»ste 

<BH#£LT»fc. MS: m/z 415 (M+H). 
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[0 15 4] 

(g) N- [2- (3,4-y7JWa7x^) -N-* 
3 - -HO - 1 -1-7?$. h* 
D CM (10ml) tl:*H5HWWJil' (0. 3 9mL 2 
©#£P (-7 8t) Vrctitftmmz, DCM (5ml) ^©DMSO (0.6 4ml 
, 9.0 5S'J^) ZhUTifz. mm*- 7 8W5'smm&V* DCM (6ml 
) MtfDMSO (3.4m!) tftC&ttSN- [2- (3,4-y7MP7x^ 

;i/) -4-tHo + y7f;H -n-^^;u- 3-ziho- i -^-7^5 h* (1 

.25g. 3.0 2 5'J Wj&MfcjiSJll L/C. 7 8 "Ct 1 5 

U h'JXW5> (2. 5 2ml. 1 8. l^U^W &mAfc. 8fc*r-&-7 8 

TIT 3 0 #181. ^l;iiat2P|WW:. DCM (7 5ml) *5<fctflN HC1 

(7 5mi) £in;t. h*#«u mmmz&m (Mgso 4 ) u *^ 

TTSiUt. ^O^h^^y-f- (5/>J*yjU; DCM«t>©5 0XE t 2 0 ( 
v/v) ) tJ:O»«U'C0fa©^* (1.15g, 9 3%) *»ISfiOH# 
<hl/Tf#£. MS: n/z 413 (M+H), 

[0 15 5] 
§HM#J 1 4 

N- [ (S) -2- (3,4-y^PD7x^) -4- [4- [ (S) -2- 

„-l N p_ 1 _ t7 ^ 5 K^7X>^zKfn4l3 (1:1:0.75) 
DCM (2ml) cf{c43^-5 3--ha- 1 -j-7 hXfg (Kice. JL: Lotey H; 
J. Org. Chan.. 54, 3596 (I989W) (0.36g. 1.6 65'J^W <0«fc# 
^(d. ifrfb**iHJJU (0.26g. 2.0 63'J^W ^y'J>yiaO» 
Lfe. DM F (5 Ml) KIKSSlT-WWl/fc. DCM^TT 

|$£U h;UX> (2ml) £?JP;L, £fc*3TTl**Lfc. »«#J*KK*S"F*C 

3-ZhD-l-t7HM07<H*N- [ (S) -2- (3.4-v^D 
D7x-JW -4- [4- [ (S) -2-^J^7-f-^7x^] -1- 
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. MS: 652 (M+H), 
7C*#W«S(C 34 H3 5 C1 : N 3 0 4 S C 6 H 8 0 7 - 0.75 H 2 0i:LT): 
ftJftg: 0% 56.87 II % 5. 13 N% 4.97 
tmm-. C% 56.01 H% 5.17 N% 4.80 
3tmit&®Z2Z\Z?JL>f&i&7km ! ®)X- : r7--h (1.0:1. 0:0. 5:0. 

1 5) tseiftbfc. 
[0 15 6] 

mmm 1 5 

N- [ (S) -2- (3,4->'^OD7x^) -4- [4- [ (S) -2- 

mttt-* (2ml) ^tc*Jit*6--hn-l-^7hxK (0.2g> 0. 
9 2 25'JtJW (Dewar, MJS*3J:tfGrisdale. PJ; J. Amer Chem. Soc. 84, 
3541 (1962*0) flD»«*3WrWJnJ»a«ELfc. ^^S^TtWU JfcfcB 
«r**a*b^x>i:-«ffc2|Blft*5BS*T«*ft:* (0.2 17 g. 

s) _ 2 - (3,4-^DD7i^) -4- [4- [ (S) 

Stf, *X>«HfcfcS5&U 5i§C±0Et 2 O^bMlfc. MS: m/z 652 (M+ 
H). 

7C^>»(C 34 H 35 Cl 2 N 3 0 4 S C 6 H 8 0 7 • H 2 0<h LT) : 
tttMK: C% 55.68 H% 5.26 N% 4.87 
jlWffi: C% 55. 78 H% 5.20 N% 4.75 
[0157] 

&nm 1 6 

N- [2- (S) - (3,4-^0071^) -4- [4- [ (S) -2- 
-^)V-Z-^)V7,)V^)V- 1-^-7^5 K 
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**7'>;Mb*Mffiil/T0. 4 50 gCDN- C (S) -2- (3.4-v* 
nD72C-;U) -4- [4- [ (S) -2-/fM^7>f^l/7i^l/] -1 
- tf^U y-^K^'jyrJW -N-/W5> mi, IS ( 

b) ) ^0.2 3 4 g©3 1 -^-7 h'fMD^'f K£ 

XMXlLfc. 'H-NMR(DMS0-d 6 ) 1.9(m, 2H), 2.75(s. 3H), 3.2(m, 3H), 3.4 
(s, 3H), 7.0-8.0011, 11H), 8.3(m, 1H), 8.6(s. 1H) : MS: m/z 685 (M+H) ; rap 
175-180130 



[0 15 8] 

Mbi 9] 




[0 15 9] 

(a) *?)),3-n, N-istTfrTJrXfrrt^ fr**^- i —yy hx-h 
DM F (10 0ml) ft'43ttS3 -k Kn + ->- 1 -yy hx— 1 

,4-y7f-ty^D [2,2,2] (2.24g) *3«fc^N, N- v** 

^;^**;p/x*-f;i/^D7-f k (2.4 8 g) x*'Mm.bfz. mmn^xi 6m 

MMtttLfcfc, iB£<»£3K#7j< (2 0 0ml) fcttif, 4WrlW«H*U 3iELTEl 
■*ttfc#Tifei*U ft*LTiWffl»H*»fc. iH-NMR(CDC1 3 ) <5 3.4 
(s, 3H), 3.5(s, 3H), 3.96(s, 3H), 7.6(m, 2H), 7.7(d, J=5. 1H), 7. 8(m, 1H 
), 8.0(d, J=5. 1H), 9.0(d, J=15, 1H). MS: m/z 258 (M-0CH 3 ). 
[0 16 0] 

(b) *?)],2- (N.N-^*3\>kfr;P/\'^f;i,^j-) -l-t7M-h 
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N, N-v^^UrxU > (3 0ml) ^fett^*^ 3 -N, M-iS*^)^ 

xtDirt^ - i -i-y hx— ho»jat*2 oRt^MMzftu ^ 

LtiiW^tlfc. 'H-NMR(CDClj) 6 3.0(s, 3H), 3.2(s, 3H), 4.0(s, 3H), 
7. 6 On, 1H), 7.7(1)1, 1H), 7.8(d, J=10. 1H), 8.2(s, 1H), 8.3(d, J=2. 1H), 
9.0(d, 3=10, 1H); MS: m/z 258 (M-0Me)„ 
[0161] 

(c) 3-f*-l-t7M» 

;U4»t*S #3 0. 9 1 g 0 ^ f ;i/ 3 - N, N - y ^ f J W il'^t'f 
tf- 1 -^-7 hX-h<0»«t& 1. 3 gO^WJ^ATifill, JE^JS^ 
SlIWin^ilSStLfc. S-&4fej&SltirU tKC&WU E 1 2 OTttltU L£o ?K 

[0 16 2] 

(d) *3MU3 -3^*3^- 1 hx-h 
DMF+H*Jtt*3-^- 1 —ty hxHO»l. 3 6 gOF^'J 1 ) 

A, *i;o.6 2ini0WW^'rllU 4WrlW8 o*ccJjn«iUfc. n&m*. 
dOfffRU EtOAcTittiLfc. #«»ft*Tf«c»L» fcttlU *HBU * 
O7hy77^-l;i0^il/fc. 9 : lW^if> : E t OAcT^l/TO 
. 5 4 5 g0>*Jffl£j£4ft&$fc. 'H-NMR(CDClj) 6 2.6(s, 3H), 4.0(s, 3H), 7. 
5(m. 2H), 7.8(m, 2H), 8. 1 (s, 1H) ( 8. 8 On. 1H) ; MS: m/z 233* 
[0 16 3] 

(e) ;i/ 3 - / ? ^^7^r Z^- 1 - 17 hX- h 
TIIF'I'fCfctt-S)*^? -tt*J-)V- 1 —~)~y hi- hcD^* 1 Omltf) 

U *TflL, E tOAcTftHthJtfc. U MlfTTiSffilTg 

m<kl&yi&mfz. iH-NMR(CDC1 3 ) <5 2.9(s, 3H), 4.0(s. 3H), 7.7(m, 2H), 8.0 
(d. 1=15. 1H). 8.3(d. J=5, 1H), 8.4(s. 1H). 9.0(d. J = 15. 1H) ; MS: m/z 24 
9 (M+H). 
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CO 1 6 4] 

(f) 3-/fJW;i/7^^-l-t7hXi 
**;-)\, (1 Oml) *5j:^lN7m{^h'J^A (2ml) ^C*5ttS%HO 

MR(CDCIj) 5 3. I5(s. 3H). 7.6(m, 2H), 8.05(m, 1H), 8.6(s. 1H), 9. I On, 1H 
); MS: m/z 235 (M+H). 
[0 16 5] 

tkmm 1 7 

N - [2- (3,4-v7MP7i-;W -4- [4- [ (S) -2- 

«M7G«7 5/fc*fr*ttJBl>TN- [2- (3,4-y7MD7xZJl, 
) _ 4-3^7 -N-^-3->7y-l-t7^5H (0.2 5 
5g, 0.6 55'J^) £4- [ (S) - 2 - * J-)\>*)V7 4 1-^ 
] -tf^Uv> (Shcnvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CJ, Jr.; V 
eale. CA. , WO 9516682) (0.1 5 5 g. 0.6 55U^) *X 
>W& (B&WISH*. 0.25g. 6 4%) fcg&Lfc. MS: m/z 600 (M+H). 

7C*»«rHi(C3 5 H ss F 2 N30 I S -1.0 C 6 H 8 0 7 • 1 . 5 H 2 0«t LT) : 
ffl-JMK : C% 60. 13 HX 5.66 N%5.13 

mmm-.c% eo. ie h% 5.60 n% 5.05 

CO 1 6 6] 

&KfcN- [2- (3,4-77iW07i-iW -4-^ , ;7*f^] -N 
3_.>7/_ 1 -t7^FI«7l:LTSlLfc. 
(a) N- [2- (3,4-/7MD7i-;W -4-tKD*^JH -N 
_^_3_. > 7y-l-t7^i / >^WH 

3- (3,4-77M07i-JW -N-^fJl'-4-75/-l-7'^y 
-JP (««13, 18(e)) (0.48g, 2.2 35'J^W. 14ml<£DCM 
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43«fctf 1 OXNaOHzK»»[ (2.80ml) <Z>#£P (0<C) UfcSW^tSl 
*-a-U€IlT10nlODCMW^3-i/7/-l-t7h'fMO 

^***«fctfDCM©«**fc&#. 2ift»U ttH (Na 

2 S0 4 ) Lfc. M«3^D7h^77^ ^>tO3 0XI-f^«b 
tf>v*if>*5 0X©X--r;» C«fcrj««LTMfl:^**efi«)iafl6 (0. 
6 5g, 7 4%) iLTWfc. MS: m/z 395 (M+H) ; 1H-NMR(CDC1 3 ) 5 1.93-2.0 
6 On. 1H), 2.61(s. 3H). 3. 17-3. 74 On. 6H). 7. 17-7. 90(m. 8H). 8.21(s, 1H). 
[0 16 7] 

(b) N — [2- (3.4-y7^D7i^) -4-**V^;W -N-* 
f;i/-3-y7y- 1 -^"7*5 H 

*flS**-*'J» (0.2 2ml. 2.475'J^) fccfctfDCM (8.0ml) © 
ftjfl (-7 8t) l/ft«»«f«C*=*-^*a i ' TDMSO (0.3 5ml. 4. 
9 3S ij^) ^tfDCM (5ml) ©»«S*JnA» »£4&fc 5#W«#Ufc. 
N _ [2 - ( 3 ,4-y7MD7xriW -4-t h'D+^fiH -N-* 
^-3-^7/-l-t7^>M^5H (0.65g. 1.655'J^ 
;W . D CM (8.0ml) *5«t^DMS O ( 1 . 9ml) ©i^^X^-l^Mb 
X«P?<K>£. fltl 5^i:bUXW5> (1.38ml. 9.8 73'J€ 

SWUfc. (1 : lOA^Vl-^) CfcOttKUT 

/Trffl©<fcfra*Gfi<Bl*tf (0. 5 1 6 g. 8 0X) .hLT^fc. MS: m/z 393 ( 
M+H): >H-NMR(CDCl 3 ) <5 2.68(s, 3H). 2.95(1. 2H). 3.24-3.31(d. 1H). 3.60- 
3.83 Od, 2H). 7. 22-7. 91 On. 8H). 8.22(s. 1H). 9.80(s. 1H). 
[0 16 8] 

ikum i 8 

N _ t (s) _ 2 _ (3.4_i;/7 D D^x-;U) -4- [4- [2- 

x**=;w 7xuH -i-^'Jx-jv] WW -n-**;u-3— >r 
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1W> (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CA; Veale, CA. W 
0 9516682) £N- [2- (S) - ( 3 , 4 - ~J9 U U 7i —M -4-ttV7 
J-)V] -N-/5 1 ;l/-3-y7/-l-t7^5Ki£fS$tfc. £/£%£^X 
>Mmz£&Lfz. MS: m/z 648 (M+H). 
7C^#f{iS(C 35 H3 5 Cl 2 N30 3 S • C 6 H 8 0 7 <t IT) : 
SfWU: C% 58.57 H% 5.15 N% 5.00 
-MMU: C% 58.92 H% 5.31 N% 5.01 
[0 16 9] 

mmm 1 9 

N- [ (S) -2- (3, 4 -vi7P07x-;W) -4- [4- [2-t+VI 

^;U7x^i;H -i-tf^u^;u] -n-^^-3-^7/-i- 

4- (2-^Vl^7HJW -hf^'J v>-N-Bo c -T5>C0^ 
£DCM (3ml) *5«fctf MJ7;M-nBH» (lml) ©WT 1 n#P B lJl#U M 
ETT'SiU. «§MTS^*^^/-^^t»2lHl^^$#. ifiS35STTtei« 
ITN-K§i4- (2-7-fe^;P7x-;i/) fcf^U OTMtcWT 
5/^fr^^/fjLT4- (2-7tf^7x-JW fcrt«J5»*N- [2- ( 

s) - (3,4-y^oo7iiiW -4-^y^;W -N-*-?\H/-3- 

->7;-l-t7^SHiS^t, *x>fifc4fcfcSS!fcLfc. MS: m/z 612 (M+H 

)o 

[0170] 

4- (2-^VIf^7xi;W -f^'Jy>-N-Boc-75>tt*© 

(a) 4- (2-t+yxf;i/7xz;w - l, 2, 5, 6 -fh5k Katf'JS^ 
-N-B o c -75> 
Laborde, E; Kiely, JS; Lesheski, LE; Schrocder, MC: J. Hct. Chem. : 28, 

191 099150 iztmoj-mizm-i^x. 4- (huy^x) -1.2,5, 

6-rh7tKoe'Jy>-N-Boc-75> (2.0g, 4.0 45'J^W 
, 2' -yD^Tiz h7x; > (6 5 3//L 4. 8 5 5 'J^) *J«fctff 
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7 (hU7ilMX7^» (4 8 0mg) (Dmm* HkX> (3 5 

mi) 100<CT}f#b£o 3mm'&. 2mmv>7-b7=>rX (hU7xZM 
77 << » /\°^>*?A (4 5 0mg) £*n*£. 7 mfflW:. fcmm&WZtii 

^CD10~30%EtOAc) IZ^V^miZtfimisrz (7 7 4mg, 2.5 75 

u^;k 6 4%) . xx^^-r^aft®^^$^-rsfe*{^ 6 

K#MHPLC (CI 8, 0. 1 %TFA^-g-tyi 0~1 0 0%CH 3 CN7K^ 
}&) CcfcOMiab/i, MS: m/z 324 (M+Na). 1H-NMR(CDC1 3 ) <5 7. 56(d, J=7.5, 
IH), 7.45(t, J=7. 5. 1H), 7.35(1, J=7.5. 1H), 7.220, J=7.5, 1H), 5. 54 (br 

s, 1H), 4.02(d. J=2.7, 2H), 3.66(1, J=5.7. 2H), 2.48(s, 3H), 2.40(br s, 

2H), 1.50(s, 9H)„ 
[0 17 1] 

(b) 4- (2-t+yi^7xZJl/) -^Uv>-N-Boc-75> 

4- {2-7^)V7^=.)V) -1,2,5, 6 -7- h 5- t H □ tf U V>- N - 
Boc-75> (4 7 5mg. 1.5 7 5 U t^) &J;?>'1 0%Pd/C (150m 
g) «^^$zk^ (irOE) T» ^^y-;i^ (3 0ml) ttl 6R#Pmt#U 

9 7mg, 1.315 'J^EJk 83%) iLTftfc. MS: m/z 204 (M-Boc). 
[0 17 2] 

HM^J 2 0 

N- [ (S) -2- (3,4-y^na7x-;W -4- [4- [2-*h*x 
ft )\,-fc-)V7 y.—)\>\ - 1 - tf ^ U S JZ.)V\ 7'3-M -N-^^-3-->77 

N— [ (S) -2- (3,4-^DD7i-W -4- [4- [2-Xh* 

/*;Hz;i/7ii;W - 1 - tf^u -N-*^;k7 5 >i&m 

I(0.155g) £DCM (1 0ml) KSMKU h'JXfJl/7$> (0.0 6 1 
g) . 1 -^-7 h-fi^o^ H (0.0 6 9 g) £iQx.£:. 

^&^£-lftJt#U fi§Mj^®^MJ^-C^U E t OAcTttttSL/c. 
W«ffl£$£«U ^fg£i*£. 8l®^£i£S$#J£LTDCM : *?7-)l (3 0 
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: i) ztem? z>?n^h777 4-\z&K>ffim\sxmnm& (o.nog) 

£#, fn^^XVUlfC^l/fc. MS: m/z 658 (M+H). 1 H-NMR(DMSO d 6 ) 6 
8. 80-6. 70 On, 13H). 3.84(s, 3H, 0CH 3 ), 2.55(m. 3H, N-CH 3 ). 
[0 17 3] 



Kt2 0] 




[0 17 4] 

(a) 4- (2-^b + y*Mz;k7i-W e>Jy>lfii8i 

2 -^D^m^*^ (1.400 g) &=fctf^b^7> (h'J7i^ 
^X7-f » Ar/W (0) (0.2 2 5 g) £gsTF> 1 . 2-5?* 
xX*> (5 0ml) *T«-&Ufc. ig£rtt£2 0#ra«E#U lf'J5»-4-# 
□ (0.8 0 0 g) (Lamothe, M; Pauwels, PJ; Beiliard, K; Schambel, P 

; &=fc£>*Halazy, S; J. Med. Chem. , 40, 3542 (1997^) iZjH>M<DJj&lZ$£^T 
JHifiLfc) > t<Dmmz.i^ (15ml) ^fcfcttfc&BW-HJ^A (1.610g 
) <Z)»»£*Jjn>Lfc. ^^5WniScSEL, ^iCE t OAc-CJftWLfc. W 
«lfflltB«»£ifcfifeU SJBStf. S«MltLTDCM: (2 0 

: 1) SflJ/fl-ra^PV h^7 7^-ICcb0M®{LTf'Jv>«^Sr#fco 

0.9 0 0 g) £M<Z>IIH$£LT^fc. MS: m/z 214 (M+H). 1H-NMR(CDC1 3 ) 5 
8.63(d, 2H), 7.93(m. 1H), 7.55(m, 3H), 7. 30 (in, 2H). 3.67(s, 3H). 
[0 17 5] 

(b) 4- (2-^h + -/*i^-il'7x^W ^'Jy/MI 

4- (2-* h + 5'5bM>-Jl'7xZjP) e'J-7>ISSlI(0.5 9 5g) * 
mm (3 0ml) fc»#U -HE^e^ (0.2 4 0 g) £Jta*-> «-&4&*#*T 
(5 0psi) T?3PtMJSI»Lfc. »«E*5iSL, 4MHC lTitlCl. 
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i±TW)i;>m:mm. (o.2 4 3 g) ^B^omwtvxmtco ms: wz 220 ( 

M+H). 

[0176] 

(c) N- [ (S) -2- (3,4-^PD7i^) -4- [4- [2-*h 

+ -/*j^-ji,7i-;H - 1 -tr^u -n-^^-n-b 

o c -75 > 

N- [ (S) -2- (3, 4-v?i7PP^x-;i.) -4 vt*3\»W -N 
-^-N-Bo c-75> (0.2 6 1 g) (Miller. SC; WO 9505377) £ 
(3 0ml) f Ki5ttS4 - (2-^h*y^M-^7ii:JW b'^ 
U ->*>J^^ (0. 6 0 0 g) ^=b<^hUX^;i,7 5> (0. 2 8 2 g) (DmWilZ 
)X\z.fZo M&ifoZSttfcmWV, ^lyT/^KifbthU^A (0.2 5 0 
g) <D*9/-)V (3ml) ^}g^j!)PX.7io SCT^^iSjEa?M^T-M#bfc 
„ y-JUZMftZlt. HMEtOAc (2 0mi) *5cfcZ>'7Ktt®J^^ h 
U>7A (10ml) KtfgBbTc. ^gtfHS&^U ^fg^itrc. $&&&&M£ll£: 

lte t oAc*mm?z?n^hy77j-izj:K>mm^Tmm<Diti!!rW (o 

.6 0 0 g) MS: m/z 549 (M+H)„ 1H-NMR(CDC1 3 ) <5 7.81-7. 05(m. 7H), 

3.88(s, 3H), 3. 60-1. 85 (m, 19H), 1.41(s. 9H). 
[0 17 7] 

(d) N— [ (S) -2- (3,4->'?DD7i-;i/) -4- [4- [2-*H 

+ ->^j^«7iz;H - l - tr^ U v - -N-/^;UT5>^ 

mm 

N- [ (S) -2- (3,4-/70071-^) -4- [4- [2-#;U# 
+ ^^711^] - 1 -tr^'Jv^l/J -N-^fJhN-Boc 
-75> (0.0 8 5 g) £EtOAc (5ml) iCfe^U Ot^t^U, & 

[0 17 8] 

mmw2 1 

N- [2- (S) - (3, 4-vi7 0D7xH;l/) -4- [4- [2-^)V7, 
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7/ - 1 - + 79 5 H^X>iI 

«#J2 0. IgcK1fitt©:£ft*ttffll^4- (2-^f^M^75 
/7l -;W ^«Ji?>««* (0.07 6 g) ftN- [2-(S>- (3,4-v 
j,OB7xiJW -4-^V-WW -N-^V-3-^7/-l-t7 
^>M^SH (0.12 3g) fcEfcSttfc. ft«*SfX>««K* 
»U-Ca»fc-&«9 (0.l2 2g) ftSfi©H#i:LT»fc. MS: m/z 663 (M+H) 
. iH-NMR(DMS0-d 6 ) 6 9- 1 4 Cm, 1H). 8. 62 On. 1H). 8. 05 On, 1H). 7.95-6.90(m, 

10H), 3.17(s. 3H, S, CH 3 ), 2.97(s, 3H. N-CH 3 >. 
[0 17 9] 

[it 2 1 ] 



0 

[0 18 0] 

(a) 4- (2-75/71^) t?^Uv> 

EfSft (Shimizu, N. : Kitamura, T. ; Watanabe, K: Yamaguchi, T. ; Shigyo, H 
.; Ohla. T.; Tetrahedron Lett. 34, 3421 (1993*)) . ««2 0X8 (b) 

zKm^CcfcO^bfc. MS: m/z 177 (M+H). 
[0181] 

(5) 4 _ -N-Boc-^'Jy> 
* (2 0 0ml) *fc*tt*4- (2-75/7x^) fc^U^> (4.0 4 

g) ©^*w* , J^A©aanK:«fcopH9K:mb. i. 

4 (8 0ml) c|.|;^t5l^-t-^ (5.2 0g) 
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fctlLfc. 

[0 18 2] 

EtOAc^fflf^D^b^7^t:J:Oil^iM (3. 2 6 
g) MS: m/z 177 (M-Boc), 299 (M+Na). 'H-NMR (DMS0-d 6 ) 6 6.87(m, 

2H), 6. 65 (d. 1H), 6. 52 (n. 1H), 4.91(s. 2H, NH2), 4.04(m. 2H). 2.76(m. 3H 
), 1.70(m, 2H), 1.42(s, 9H), 1.34(m. 2H>. 
[0 18 3] 

(c) 4- (2-^f^^^7 5;7i-JW -N-Boc-^'Jv> 
tfyXfrK-frtny-i h* (0.0 3 5 g) SDCM (3ml) *C*5tt*4 

- (2-75;7x-;W -N-Boc-^'Jy> (0. 0 7 0 g) SScfctft? 
ijv?> (0.0 2 7 g) ©»«tCJ»lA, RJ6«^»**ttaK!» 
th ije,^U E tOAcTJUlttlUfc. #*»lttl*£tt*U ^5B31*:T 
&m<t&M (0.0 9 3 g) Zm&mmW£LXmfc* MS: m/z 255 (M-Boc), 
377 (M+Na). 

[0 18 4] 

(d) 4- (2-^f;WJV»7 5/7i^) K^U^>*l*tt 

4- (2-*^;P7Jl^>7^ K7ir;W -N-Boc-^Uy> (0. 
0 9 3 g) W*$M£E t OAc (5ml) fc»#U T^JcJ&T^ Ufc. ^fczKife 4 

sawat^Ts^iajfa&fc-e-, m^*s6fc5»fa«^ *a**rma«)ft:^* 

(0.0 7 6 g) ^tlfiOP-WiLtifc. MS: m/z 255 (M+H). 'H-NMR (DMS0-d 5 
) 5 7. 30 (in, 4H), 3.29(m, 5H), 2.99(s, 3H, S-CH 3 ), 1.82(m, 4H). 
[0 18 5] 

mmm 2 2 

N- [2- (S) - (3,4-y^Dd7i-M -4- (4- [2-7-fehT 

j^xzjH - 1 -tf^'j v^;u) -n-^^^-3-->t/- i- 
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mmm 2oigc z.mw*&**ix u4-(2-7tb75h* ^-^ - 

tXUy>iil (0.0 7 0 g) [2-(S)- (3,4-y^D7i- 

M -N-^-3-y7;-l-t7^SF (0.1 

3 0 g) iSJS**fc. Mft^X«l^^^»* (0.10 2 
g) seefl3E9ftfcUt§fc. MS: m/z 627 (M+H). iH-NMR(DMS0-d 6 ) 5 8.0(m. 
1H), 8. 6 On, 1H), 8. Km, 1H). 7. 90-6. 80 On, 10H), 2.60(s, 3H, N-CH 3 ), 2.0 
4(s, 3H. CO-CH 3 ). 
[0 18 6] 

(a) 4- (2-7-feh75H7i-;W -N-Bo c-t'^U i/> 
mtrt^fr (0.0 6 0 g) £DCM (2ml) (fC*5tt*4- (2-75/ 

7x -;U) -N-Bo c - tf^'J v f > (0. 0 7 0 g) (M#J 2 Hi (b) 

) *5cfc^hUx^;uT5 > (0.0 9 o g) roigj&tiax, — WMWVfz. fcfo 
iftttiLfc. #«ji&wtt*ft«u 5K«s*rajH^4*j (o. 0 7 0 g) 

<DttittW£l<TWftc. MS: m/z 341 CM+Na). >H-NMR(CDC1 3 ) <5 7. 26 On, 4H), 7. 
69 (br, 1H), 4. 15 On, 211). 2.67(m, 3H), 2.23(s, 3H), 1.75(m. 4H). 1.48(s. 
9H). 

[0 18 7] 

(b) 4- (2-7th75H7x-;W tr^U 5»iffl9ttfi 

4- (2-7th75H7i^W -N-Boc-^'Jv> (0.0 7 0 g) 
£M#J2 llg (d) tcJE^O^aJCfeOlttftKUTmaoft^lnl (0.0 5 
7g) MS: m/z 627 (M+H): 'H-NMR (DMS0-d 6 ) 6 9.47(s, 1H). 8.80(br 

, 2H), 7.22(m, 4H), 3. 35 (a. 2H). 2. 95 Cm. 3H), 2.07(s, 3H), 1.82 On, 4H>. 
[0 18 8] 

mmm 2 3 

N- [2- (S) - (3,4->^007i-)W -4- (4- [2- ( 1 - fcT 
pijy>-2,5-y^» 7i-)W - 1 -tr^>J^-;U) -^JU] -N- 
^jU- 3-y7/-l-t7^5 F^X>&& 
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-&mm2 oigc \zmm<D%mz&misT4- [2- (i-tfou> ? >-2, 

5-v*» \d^)z/>mtm (0.0 7 3 g) £N- [2- (S) 

- (3,4-^007iZ;W -4-^-^V^;H -N-*^;U- 3 -z/T 
/-l-t7:J?$h' (0. 1 1 6g) tfrfo-Z^tz. «*5^71>l!li:« 
LTsggH't:^ (0.0 8 1 g) *&&<Dm&tLTmfz. MS: m/z 667 (M+H) : 
'H-NMR(DMSO-d 6 ) 6 9.51(br, 1H), 8.63(br, 1H), 8.09(m, 1H), 7.9-7.0(m. 1 
OH), 2.61(m, 3H, N-CH 3 ). 
[0189] 

- [2- (1 -tfP'J->*>-2. 5-^^-» ^x-;P] tXUy> 

(a) 4- (2- (1 -tfoU->*>-2. 5-->*^-» 7 x.-)V) -N-Boc- 

t:^ 

M/JcP/N^ (0.0 3 2 g) *5J:tf4- (2-75/7irA) -N-Bo 
c-tf^U->*> (0.0 7 0 g) (M#J2 1, Ig (b) ) *Mmm<Db*)JL 

£*tm^^HJ?AT^f?U E t OACVtolULfz. ^m^^m^mi^ 
. &^£l±Ta8Mfc^'l& (0.08 Og) &a&<7)tfij#:£:LTf#£:. MS: m/z 259 
(M-Boc), 

[0 19 0] 

(b) 4- (2- (1 -tfP'J v>-2. 5-^» ^x-;P) fcf^'Ji^> 
*AdS0U 2 1Ii ( d ) {;siii|$cD^ fii^^ffl LT4- (2 - ( 1 - kf o y ~>- > - 

2,5-^» 7i^) -N-B o c -t^U->*> (0.0 8 0 g) £fl&{SjU0 
UTfifriOft^ (0. 0 6 1 g) ^I'lfeWTOiLTffc. MS m/z 259 (M+H) 

o 'H-NMR (DMS0-d 6 ) 5 7.50(m, 1H), 7.37(m, 2H), 7. 14(m, IH), 3.32(m, 2H) 

. 2.83(111, 6H), 1.85(m, 3H), 1.68(m, 2H). 
[0 19 1] 

'ikMW 2 4 

N- [2- (S) - (3,4-y^DD7i-^) -4- (4- [2- {3-* 

^WKM 7izjh - i -hf^u->*-;u) -n-*^;u-3-> 
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7 J - 1 -j-7?5. h*£X>M 

««ff|2 0l8cCB«O»ft*ttffll/"C4- [2- {3-*3\>l^Wh*} 
7xZiH ^U^>MK0.0 5 2 g) *N- [2- (S) - (3,4-7 
/7DD7i^) -4-«V^] -N-^-3-y7;-l-t7^ 

5 H (0. i o o g) fcKfcS-tirfc. fejfctot^x^Kaicfclfcb'TMfls^tt 

(0. 1 2 5 g) *efiODH<*:i:UTf§fc. MS m/z 642(M+H). »H-NMR (DMSO-d 6 
) 6 8.63(br, 1H), 8.08(m, 1H), 7. 95-6. 90 (m, 11H). 6.19(br. 1H), 2.65(m, 
3H)o 

[0 19 2] 

(a) 4 _ [ 2 - 7i-W -N-Boc-t^Uv> 
h'J*7>y> (0.0 6 2 g) 5DCM (5ml) 4 , ^43tt^>4- (2-75/ 

7x -;i,) -N-Bo c-tf^U >*> (0.0 5 5 g) (^J£0»J 2 1 TM (b) 
) ©j»*K:JB*.fc. HUXfJl,7S> (0.0 2 5 g) ^^Ki^b^^i 
¥< Jjilx.*:. 15m THF (2ml) (f©2M^W5>m. 
1P*IW«#U&. K«1^»*1N HClTfRU DCMTttlMLfc. 

^tt*W*lfc«»U l%$tt«^ (0.0 7 6 g) SMfi©«ltt* 
£ LTflfc. MS m/z 234(M-Boc); 'H-NMR(CDC1 3 ) 6 7. 28 (in. 5H), 6.00(s, 1H) 
. 4.44(1, 1H), 4.23(br, 2H), 3.75(m, IH), 3.00(m, 1H). 2.81(d. 3H) , 1.85 
(m, 1H), 1.69(m, 3H), 1.48(t. 9H), 

(b) 4- [2- O-jWl'tfW F) 7i-W tf^ 'J 

4- H7xz;W -N-Boc-^'Jy> (0. 0 7 4 g 

) Z'Mm2 ii:md)\Z?£W<DJMZmMVTMi%MLTrm<D{t&M (0. 
0 5 2 g) tDtfttBtttl/T^fc. MS m/z 234 (M+H). 
[0 19 3] 

%mw 2 5 

N — [2- (S) - (3,4-7^0071^) -4- (4- [2- {3-7 

^^jvkp k H) 7i-;n - i -tf^u -7-jW -n-*3MU-3- 

77/- 1 -^7^5 K*x>BHfc 
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li (a) T'V*9-)\s7S.>&*7)VTSi><Dttt>r>izQimisT$kMm2 4\Z 
tmojjmzft-oT-Mt'SM&m&VfZo MS: m/z 656 (M+H). 'H NMR(DMS0-d 6 ) 

<5 8.63(br, 1H), 8.08(m, 1H). 7. 95-6. 90(m, 11H), 2.91(s, 6H), 2.60(s, 3 
H). 

[0 19 4] 

mmm 2 6 

N- [2- (S) - (3, 4-/i?DD7i-iW -4- (4- [2-^*^ 
-1-^Uy-JW -N-/fJl/-3-y7/-l 

) ¥^)¥>-m.mm. (o.o6 3g) £n- [2- cs) - (3,4-^00 

7i-JW -4-t+y7*fJH -N-/^-3-y7/-l-t7^5H ( 
0. 1 0 0 g) tS^^-frfc. 4tt^7X>^Ii;^|^UTiI<t^ (0.1 
0 5g) &e&<BH#£LTl#fc. MS: m/z 613 (M+H). >H NMR(DMS0-d 6 ) a 8. 
63 (s, 1H), 8.06(111, !H), 7.95-7.0(m. UH), 2.59(s, 6H), 2. 55 (m, 3H). 

[0 19 5] 

(a) 4- (2-y/f;i/75/7i^) -N-Boc-t^U~>*> 
Wl'A7;i'fb F (3 7aS%zki&$, 0.5 0 ml) £*^7-;U (2ml) * 

IZ&W&4- (2-7S;7i-W -N-Boc-tXUy> (0.0 6 5 g 

) mmm2 ism (b) ) ^u^i® a omd nmmztott. ne>vo$: 

Z'/mm.ftisfz. (2ml) ^t'^tSxT/^^k^t^MJ^A ( 

o. i o o g) o^^iPA, m&wz-m.fiLftisrz. Kfcm&Mzmmis* m 

'Bmzm.mf&l- h 'J U E 1 2 0"Cttlll»Lfc. 

frMm^.ft^U ilsLTM^fJ (0. 0 7 1 g) £o^4KbS#:£:L 
TtSfc. MS m/z 305 (M+H). 

(b) 4- (2->^^75y7i^) kT^Uv^ziii^ 

4- (2-y^f^7S/7i-;W -N-B o c - tf^U V> (0.0 7 0 

g) £«#j2 (d) iztmofi&zfemLTjM&m^Tgkmke:®) (o 



( 89 ) 



*#5S2O02-52O316 



0 6 3 g) ^D^ti^t^tifc, MS m/z 205 (M+H). 
[0 19 6] 



12 7 

N- [2- (S) - (3.4-y^D7x^) -4- [4- 

■HMTcflSlTS^tAtttttffl^TN- [2- (S) - (3.4-^dd? 
X - ;W _4-**V^/P] -N-^-3->7;-l-t7*S«4 

X>^tiHC«bfe. >H NMR(DMS0-d 6 ) 3 8.62(d, 1H). 8.08(brn.. 1H). 7.92 
(m, ID. 7.65-6.4101. 10H). 4. 54 Oh 1H). 4.11-1.60(1810: MS: m/z 686 (M+ 
H). 

[0 19 7] 

,&Bfr4- [2-h'J7^0^i^^-^x^] K*U5»li* 

(a) N-7x-Wh* S/*;U#^- 4 - C 2 - ft7x^] t?^ 'J * > 
Young, RN: Gauthicr, JY; Coombs, WOTetrahedron Lett.. 25. 1753(1984* 

)\z%m<D-jjm\z&'J^r. m*bV7)v*amt (soni) ^i^^sn-7 

x-;^h + -^JP»-4- (2-^fj^7^;l'7x^) -t^'J 
->*> (2.8 0 5U^W ©^4 0^lM«tfc. 
U h'JXW5>01 : ljg^«» (50ml) 

1 5$>IH]Jfl#Lfc. M^WU ^7^77^- ^ >4,W1 
5%EtOAc) C.kO««tT^d&»*a6©«tlR* (7 6%) fc 
'H NMR(DMSO-d 6 ) a 7.39(m, 4H). 7.20(d, 1H), 7.19(d. I©. 7. 10(m, 3H). 5 
.29(s, 1H). 5.09 (s. 2H), 4.10(br d, 2H), 2, 89 (in, 3H). 1.77(br d, 2H), I. 
57 (m, 2H) ; MS: m/z 326 (M-H). 
[0 19 8] 

(b) N-7x^Mh + ->iJ^-4- (2-MJ7M^f;VW 
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Koshechko, VG; Kiprianova, LA; Fileleeva, LIWTetrahedron Lett, 33 667 

K5^7<X?5>flI»ft*Of*»tfcHOP77^3CDMF (9.5ml) &cfctfb 
ijl W 5> (0.5ml) fcAtlfc. »*£MT«#U SE*jKT2 0»lW 
/^-5>Lfc. Rfth'J7;WD/^l/ (0.6ml) SriffiTo— h^-CM^Si*. 
N-7i^Mb*">M^-4- (2-ft7i^) tf^Uv> (7 8 
Omg) ^DMF«l:)JH^, WZ-mttT-iVttWry (viologen) ?m 
m (4 3mg) feiUAfc. «ttf-*5»fBM«»t, h U 7;W*D **-;U*ftV>THF 

CJS^^tt^tr (2 0») atit-Lfc. »&4&&E t 2 OTJtfltt$U > 
"TftffeftU (MgS0 4 ) U iB«SUv 2/OVh^:7w- (^*U->+«> 
2 5% EtOAc) CiOOUtMft (6 5 Omg, 7 0%) ^^fe^ffil^ 
mtvxmrzo »H NMR(DMS0-d 6 ) <5 7. 95<d, lH), 7.55(m, 3H), 7.36(ii. 5H), 
5.10(s, 2H), 4. 16(br d. 2H). 3.46(m, 1H), 2.93(br s, 2H), 1.53(m, 4H) ; M 
S: m/z 396 (M+H). 
[0 19 9] 

(c) N-7xZJMh*^M-^-4- (2-h'J7;WD/f;^7 

^;i/7i-JW tr^u ->*> 

OttDCM (2 0ml) + fc*5W-*N- 7irjM ]^>;*j;i/#— )V- 4 - ( 
2-hU7;i/tD^f^t7iZ^) t^'Jy> (6 5 Omg) O^lC 3 - £ 

□ D^;w*->'iclil«i (0.5 7 b) ^'>^-Dt\\7Lfz.. ^^0^1. « 

#*--«U*ttfc. ^fi©X7U-MNaHC0 3 (10ml) 43ctt^7jcTW 
U DCMTMtHU -7*7-T>T'«t^t, (MgS0 4 ) U StffU 

■7^77^- (A+f>1>©2 5% EtOAc) tC£9^§2LT£f*$l££ 
€lWt*i^ (5 0 Omg, 7 4%) tLXmrZo 'H NMR(DMS0-d 6 ) (5 8. 12(d, 1H), 
7.62(m, 3H), 7.37(m, 5H), 5. lOCs. 2H), 4. 14 (m, 2H). 3. 12(m. 3H), 1.79(m, 
4H); MS: m/z 412 (M+H). 
(0 2 0 0] 

(d) 4- (2- hU7MD^fM;l'7^^7i- )V) K"*U5*> 
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jt , 7l ^] -tf^Uv> (2 3 0mg) ©»««rhU7;W*D»» (5ml) 
ML. ig^&8 0 < CT10^TO^S8Sttfe. ig^?iffit> 2N NaO 
H (5ml) MATWU i7PD^;UAT^ItaL, ftffll (MgS0 4 ) U 
»U ^07h^77^- (1% NH 4 OH**tfDCM+<0 1 5%^^/-^ 
) IctOHMUbT^ilfi* (lOOmg. 6 5%) Srftfc. >H NMR(DMS0-d 6 ) a 8.1 
0(d. 1H), 7.83(m. 1H), 7. 61 On, 2H), 2.91 (m. 2H). 2. 57 On. 3H). 1.74 On. 2H 
), 1.54 On. 2H); MS: m/z 278 (M+H). 
[0 2 0 1] 

nmm 2 8 

N- [2- (S) - (3,4-^D07i=;W -4- [4- [2-HJ7* 

iMt)DCNaOAc (2.0 31) tft»^T«M7C«PT 
3;ft*ft*«y8UTN- [2- (S) - (3,4-^DD7i-JW -4- 
*^yWW -N-^-3-y7/-l-t7^SF^4- ( 2 - h U 7 

SEftUfc. «H NMR (DMSO-d 6 ) 6 8.620J, IH), 8.08(d. 1H). 7.75(m. 5H). 7.5 
3-6.44(br ra, 6H). 4.49(m. IH), 3. 45-0. 85(1 8H) ; MS m/z 670 (M+H), 
[0 0 2 0 2] 

.B#fc4- (2-hU7Mo^^7x^) t:*»J$;>tt3fc©«fc3K: 

hU7Mn»t:^lt?)N-7x^M h^->*;U^^;U-4- [2-h 
U7Ma/^f*7x-iH t^ijy>©« (8CCT) 1 0»IW»* 

T#fc. IH NMR(DMS0-d 6 ) 6 7.69 (d. IH). 7.590n. IH). 7.50(d. IH). 7.32(m 
, IH), 3. 32 On, 2H). 3.00(br d, 2H). 2. 57 On. 3H). 1.56 On, 4H) : MS: m/z 26 
2 (M+H) = 



( 92 ) 



4$g?2OO2-520316 



[0 2 0 3] 

mmm 2 9 

N _ [ 2 - (S) - (3,4->*i70D7i-;W -4- [4- [2-X^;PX 

- 1 -^-7^5 K^x>f&i& 
fcMTcWTS/flS&tt&teffll/TN- [2- (S) - (3,4-^P07 

x -;i/) -4-*^V^;P3 -N-^l/-3-x7;-l-W5h'£4 

- [2-x;f;ux;u^x;U7xx;H tf^'J y>t^^t. ^x>^(c^ 

iH NMR(DMS0-d 6 ) 6 8. 62 (d, 1H), 8.08(m, !H), 7.73(m, 5H), 7.53-6 
.43(m, 6H), 4.54(m, 1H), 3. 34-1. 78(21H) . 1.08(1, 3H) ; MS: m/z 646 (M+H) 

[0 2 0 4] 

(a) N-7i-JMh^/^-il'-4- (2-lfMt7i^) 
3 _^ x ^> (o.2 4ml) £DMF (10ml) ^fC&ttSN- 7i^V^ h 

*3/*;M?=:»-4- (2-^7l-7xx;u) tf^D itXmMM 2 7) ( l . 0 g) 

&±ZfiK t C0 3 (0.4 2g) <om&m\Zta*.1t. 2Wm'&. *ttfc*Ttf*L 
. E t OAC "Tiill til Ufc. ^«JB*^9-f> (3X) Ttfttf'U « (MgSO 
,) U «*gU ^D?h^7^ (*i«tU10X EtOAc/^U- 
» C«tO««L-C^»S»*illl««ll) (1.04g. 9 5%) LVXntZo *H NMR( 
DMS0-d 6 ) 5 7.37(m. 5H), 7.19(m, 4H), 5.09(s, 2H). 4.13(br d, 2H), 3.16( 
m. IH), 3.02 0n, 4H), 1.70(br d, 2H). 1.54(m. 2H) . 1.24(1, 3H) ; MS: m/z 3 
56 (M+H) 0 

[0 2 0 5] 

(b) N-7x-;^h*->^M-;k-4- (2-XfJRJl^7^^7x- 
THF:^^y-Wl : 1 (3 0ml) *t:i:fctt£N- 7i-JW 
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isf) )\,#-)V- 4 - (2-Xfj^7i-JW tT^U->*> (1.04g) <75j£ 
^{CiS^^hU^A (1.88g) Srjta*., U&MZ-MMftLfz. &&<D 
^7'J-$NaHC0 3 *J;^J(TWLfc 0 r^tl^DCM^tBL, 7*7-f 
>T*5fc#U « (MgS0 4 ) Us jRlfcU i?D7h^7-f- 
T^it>4'©2 5% EtOAc) (r^O^LT^t/ (l.Og, 92%) 
>H NMR(DMS0-d 6 ) <5 7. 55(m, 1H), 7. 48 On, 3H). 7. 35 On. 5H), 5.15(s 
, 2H), 4.1l(brd. 2H). 2.93(m, 4H). 2.660o, IH), 1.64 On. 4H), 1.11(1, 3H 
); MS: m/z 372 (M+H), 
[0 2 0 6] 

(c) 4- hT^>J> ? > 

n-7i-;m h+^;^-;i/-4- [2-xf;u;i,7^;i,7i^] 
tf^u^>^4- [2- h'j7;^n^^;P7-fz;P7i=;W -e^Uv 

> (**«2 7, Ifi(d)) ©K««fct>^TB«Lfc^fcaoTW«aiL& 
. 'H NMR(DMSO-dg) <5 7.74(d, IH), 7. 46 On. 3H), 3.0 (in, 2H), 2.92(m, 2H), 
2.75(0., IH). 2. 60 On. 2H), 1.66 On. 2H). 1.560n. 2H), 1.10(1. 3H) ; MS: m/z 
238 (M+H). 

[0 2 0 7] 

%tm\ 3 0 

N- [2- (S) - (3, 4-y^70D7x-JW -4- [4- [2- (1-* 
if^;!/7^z^7irjH - 1 -tf^ 'J -N-* 
^-3-x7/-l-t7^$ K7X>®1£ 

3 - h*X* ><7)fSfc> 0 fC 2 - 3- H 7 D/0*flfffl-T* C <h ft»HTN- [ 2 
- (S) - (3,4-y7HP7xZ;W -4- [4- [2 -X^7>;P>V X 
)17 3L~M - 1 -tT^iJ>5-;H y^JU] -N-^^-3-y7/-l-t 
7*5 H C^ifS^J2 9) KlO^TIIBlKLfc*«*«fflLTN- [2- (S) - ( 
3.4->*7DD7x_;w -4- [4- [2- (i-*^;U) x^px^tv 

X^7xX;U] - -7*3MU] -N-^-3-^77-1 

-t7^^«Lfc. !H NMR(DMS0-d 6 ) 5 8.64(d. IH). 8. 08 On. IH). 7.6 
9 On. 5H). 7.45-6.430n. 6H), 4. 54 On. IH), 3. 67-1. 71 (19H), 1.19(d, 3H), 0. 
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94 (d, 3H); MS: m/z 660 (M+H) B 
[0 2 0 8] 

mm&\3 1 

N— [2- (S) - (3,4-y^DD7i-;i/) -4- [4- [2- (N-* 

fjp-N-^h+y75;A;toW 7xx;u] - 1 -tr^u->*x;i/j 7^ 

] -N-*^- 3-y7;-l-t7^S Fd7X>g£i£ 
i¥l7C^7 S / fb^#*f ffl UT4 - (2 -N-*?MU-N-* 

^5h'7x-;i/) e<U->*>£N- [2- (S) - (3,4->'i/DD7i 

XJIO -4 -^V^^U] -N-^fJk3-y7y-l-t7^5^Sf£; 
7X>?£^C^L7c. MS m/z 657 (M+H) . 
>&mU4- (2 - N-/f Jl.-N-^ h + yMWS h'7irjl.) fcf^'J 

y>tt*OJ:? 13 UTSSai b7c. 

(a) 2- (N-^^-N-^h^yM^SK) 7x^JHf^'Jy>h 

4- (2 -#;y#*:>7xXJl/) - l-N-Boc-^Uy> mMW2 Q 
. X*M (b) ^e#Snfc*R*«fflUTT5>-«8l*J;^L i OH^4t 
&*3^X7^;U<7)^>{b{Ccfc9ML7c) (1 7 6 mg) , Jfi^^if U ;U (7 6 
Ml) , ^»*«J«7A (lOmg) &J;?>*DMF (10/£l) tf)fg-&^£DCM (5 

mi) 4 i T2i»#r B iM^L/i. m&w*mffiLTMMim&m. ^nzmmtzct 

t£<mmLfz. DCM ( 1 Oral) ^iI*(t^l!«,itt«fe«l:N,0-y/f ^ 
hh'D+Wl/75>i«I (6 2ig) ^^h'JXf;i.7 5> (17 6^1) £ 
jJllAfc. Sfttt^l^filtttttt-U DCM (5 0ml) Tffr&U IN HCl&i 
»*niB»^MJ£AT»U <MgS0 4 ) L, JBiffiLT2 
- (N-*^;U-N-* H) 7iZJh 1-N-Boc-e 

^'J^>*a9I&ftll«* (2 0 5mg) tLTffc, 5 : 1CDCM: MJ 

[0 2 0 9] 

3 2 
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N- [2- (S) - (3,4-^DD7x^) -4- [4- [2- (N-X 

WtffcoTttSLfc) *N- [2- (S) - (3,4-^D07x=*) " 
4-^V^;W -N-^-3-/7/-l-t7^SHiS^. 7 

X>tSi:f«ltfc. MS m/z 627 (M+H). 

[0 2 10] 
5&K0U 3 3 

N- [2- (S) - (3,4-^P07x^W "4- [4- [2- (N.N- 

^-3->7/-l-t7^5Hi/l>lia 

»«P«7cM7 5 y flsftfrfctt/fl LT4 — (2 -N. N- 5> *fMU7 
- jl/7l -;p) tf^.Uv> (N, O-^^fM: Hn*^75 >fflWfiOftt) 
0C^W5> (THFlKD2M»i» Sttfflt5it*»^t**« 3 1 
fcK*©**fcttoTB»Ufc> *N- C2- (S) - ( 3 . 4 - v7 D D 7x 
-JU) -4-**VWU] -N-/f^-3-y7/-l-t7^5Hi:^ 
?X>fifetf[lC2£«Lfc. MS m/z 641 (M+H). 
[0 2 11] 
«0J 3 4 

N _ [ (s) _ 2 - (3,4-y7O07x^) -4- [4- 

N _ [ ( S ) -2- (3,4-y70a7x-JW -4- [4- [ 2 - HJ 7 

tt (0. 1 5 5g) £DCM (1 0ml) HJXf;V75> (0.0 6 

lg) % ^{;3--hO- 1 —)"7 h'fJ^oM K ( 0 . 0 6 9 g) ( 3 -X h 
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a-i-i-yh^m (Kice, JL, Lotey, HWJ. Org. Chem., 54. 3596(1989^) 

. aSttftSiatl/TDCM:^;-^ (3 0:1) ^ffltSfO^^ 
5 7-f-fc«fcO*««LTjlt«ttUS (0. 1 7 0 g) ^n£?X>&&« 

MS: m/z 658 (M+H), 'H NMR(DMS0-d 6 ) 5 9.05<m, 1H), 8. 40-6. 00 (m. 
12H), 3. 60-0. 90 (m, 16H), 2.55(m, 3H, N-CH 3 ). 

[0 2 12] 

lit 2 21 




(a) 4- (2-h'J7;^D/Wx-;W tfU->*>IKi 

4-yD^tf'Jv?>^m«i (1.94s) *J:tffh5W (HJ7x-** 
X7^» /t^v^A (0) (0.3 6g) &£#T* 9£*1. 2 
->x^> (5 0ml) 'I'TiS&Lfc. 

2 0»WHJUt-U 2-hU7MD^f^x-^D>^ (1.9 

4g) , *0«*fc* (15ml) + K*tt«IMW-HJtfA (2.48g) 

flM*5l»|lflMSftU *CEtOAcT»Bbfc. ^ 
, *56Stffc. »«*fe«Mi«li:b-rDCM : **y-,<U (2 0:1) fcfiBBT 

D7 h #7 y << -ia o seas ut tf u v >aawtt»ft#fc. i»«»* DC 

MCiSUfl, M©l-f^ttHt;Kiti5lIlttift^tl ( 1 . 9 6 g) «r 
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a6©B#£UT#fc. MS: m/z 224 OMD. «H NMR(CDC1 3 ) 6 8.88(d. 2H), 7 
.90(m, 3H), 7.76(m, 2h), 7. 38 On. 1H). 
[0 2 13] 

(b) 4- (2-hU7JWo^WxrjW \zmv>mfci& 

4- (2-h'J7MO^Wx-» HUy>M(0.2 5 0g) & 

mm (i 5mi) fc»*u =«fls&* (0.100 g) &*n*-> a***** ( 

50psi) TTMWM**^*. 4N HClTWtKU ** 

S-ttTfcl'S'J (0.2 4 3 g) ftafe©H#tUT»fc. MS: m/z 230 
(M+H). 'H NMR(DMS0-d 6 ) 6 7.71(m, 2H), 7.57(d. 1-9. 1H), 7.44(m. 1H), 3 
.38(m, 2H), 3. lOCm. 3H), 2. 1 1 On, 2H), 1.82(m, 2H). 
[0 2 14] 

(c) N — [ (S) -2- (3.4-^OD7x^W "4- [4- [2-h 
B o c -75 > 

N _ t (s) _ 2 _ ( 3 ,4-^pB7i:W -N 
-^-N-Boc-75> (0.26U) (Miller, SC; W0 9505377) ft/ 
(15ml) +fc*SW*4- (2-hU7MD^;P7x^) tf^u 
3»*fttt (0.180g) **tfHJX**75> (0.0 7 6 g) OtWftfcm 
fte**5#WHt»U 5/7/****MW-HJ*A (0-0 6 0 s) © 
(4ml) ttSSftiWnu fx^^ft^PHta^-c-nfemit-Ufc. 

a««*EtOAc (2 0ml) HJ * A** 

fli (10ml) fc»BUfc. WMU**»U M^Jt^ 
DCM:^/'* (40:1) OTt^D^^^-l:«»X 
gj&ftt&tt (0. 3 2 8 g) ft^fc. MS: m/z 559 (M+H) D 
[0 2 15] 

(d) N- [ (S) -2- (3,4-vi7aP^x-;U) -4- [4- [2-h 
N- L (S) -2- (3,4-^DD7x^) "4- [4- [ 2 — h U 7 
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Mo^f^7x-JH - 1 -tf^'J *J-j\A "?*M -N-/^-N-Bo 
c-75> (0.3 2 8 g) ^EtOAc (20ml) fdjgfi?U OtST^l 

(0.31 1 g) £fifttf)EH*£LT#-fc„ MS: ra/z 559 (M+H), 
[0 2 16] 

mmm 3 5 

N— [2- (S) - (3, A-Wnu-y^-M -4- [4- [2- 
7,)V^-)V) -4-/h + y7i-;H - 1 -fcf^'J -^Jl/] — N — 

^f^-3-y7y-l-t7^S Ki£fi£i& 
WVift/cWTSy^ffSflyBUTN- [2- (S) - (3,4-y^D07 
-4-t+V7fM -N-^-3-^7y-l-t7^5H (0 

. nog) £4- (2-^^;ut.;u^-;u-4-^ h+y7xzjw tr^ye? 

> (0. 0 8 2 g) £SJ&3i2\ £J5K*9 (0. 0 7 4 g) SttBKttfClgtftLfc. MS 
m/z 678 (M+H) 0 'H NMR(DMS0-d 6 ) 6 10. 57 On, 1H), 8.62(m, 1H), 8. 10(m, 1H 
), 7. 95-7. 00 (m, 10H), 3.83 (s, 3H). 3.32(s, 3H). 3. 64-1. 65 (m. 19H). 
[0217] 

(a) 4- (4 h=(rv-- 2 -^fJ|/XW-^7i-W -N-Cbz-fc? 

2 OnlOTl : 1 ©THF : H 2 Oi3^UfciS^^ h- U 'J'A (0. 2 6 7 g 
) <DM*hflfiF«cfc:. 4- (4-/h + x-2-/f;^t7i-;W -N-Cbz 
-t!^U->*> (0.4 5 g) MOs0y2(f)] . ^ICIOOw 1 ©4%w/w O 
s 0 4 »m*J!iniLfc. 1 8l$fHHl#U 2 0 mlOfiafrlN a H C 0 3 

Klftgf. DCM (3X3 0ml) TttltBLfc. fMtUtl5:ff-L> Na,S0 4 ± 
TE&U MftZU* ?U-?b7?7<<- (4 : 10DCM: E t OAc) 
DKUTO. 3 1 9 g©4- (4-^h^^-2- (*^)\,7>)l<fc-)l>) 7i 
-JU) -N-Cb z -tr^U 5?>*«I3KtttLT»fc. 'H NMR(CDCI 3 ) 5 7.56( 
d, 1H), 7. 47-7. 30 (m, 5H), 7. 12(dd, 1H), 5. 17(s, 2H), 4.45-4. 20 (m, 2H), 3 
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.85(s, 3H), 3.61 (tt, 1H), 3.11(s, 3H), 3.01-2. 78(m, 2H), 1. 85-1. 5(m, 4H) 

o 

[0 2 18] 

(b) 4- (4-/ b*i'-2-* ; 3 L )V7,)V*—)V7 3L-)V) t^'Jy> 

2 0ml<7) 1 : 1 WE t OH : HjO^K&tfSKOH ( 1 . 5 0 g) CDmWZ 1 
.23gOD4- (4-* h*zs-2-*3 L )V7,)V*-)l7x.-)\,) -N-Cbz 

M%21±, 1 0m\(DH 2 OlzmMV, CHC ljTfJrtttlUfc. W«8WltH«5&^— U 

b#y7J- (0.5% NH 4 OH*jStt**tt52 0 : 10DCM/^^y 
C<fcDffi8ILfc. MS m/z 270 (M+H). 
[0 2 19] 

mmm 3 6 

N- [ (S) -2- (3,4-y^P07i-JW -4- [4- [rh5kh'D 

-2-**v-i (2H) -tfU3^x;i/) - 1 -tr^u-^-;W -^^] - 
N-^^-3->-7/- 1 -^-7^3 h*^X>B6«[*ft«j (1:1:1.5) 
3-x7/-l-t7H(iS(0.1g, 0.53 U^W [HM^J 1 ] . N, 
N-y-fy7 J D^XfJl/7 5> (0.16g, 1.2 7S'J^W *5«fctf)fcJB&D 
CM (2.5ml) &^W«j^&at*T-h5^^;U7;l/^-n^;i/A75^— ^ 
Z^+^7MD*X7x-h (TFFH) (0.16g, 0.6 U'J^W * 
«fctf«i«feDCM (1.0ml) <D»«n?$!l!!L&. 1 Om N- [ (S) -2- 
(3, 4 PD7iUW -4- [4- [fh7tHo-2-t+7-l ( 

2H) -tr U a ->*-;u] -i-tr^u->*-;H -N-/f^75> on 

Her, SC.CDW0 9505377) (0. 2 1 g, 0.513 *)=E)l) fccfctf&jglD CM (1. 
0ml) e£WT*#«c*ill*.. M£6 ONffKMJ^Lfc. $ <i(CD C M&<fcZ>' 1 

cB£igiQ©DCM (2X) TttWUfc. #»«imtt&£— U (fi&fONa 
HCOj) L, (Na 2 S0 4 ) L, 3iSU DCM^I-^TTlfg^tfc. 

^S«^D7h^77Y- (DCM4>©0~10%^^7-;1/) t«tO»a!!L 
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. *X>WftlC«*U 5»l:J:DEt,0*6WILT«WI:^ (2 10mg 
) $Sfi©@#i:l/T§it. MS: m/z 592 (MUD. 
7cS^«Tffi(C 32 H 3 ;Cl 2 N 5 0 2 • C 6 H 8 0 7 • 1.5 H 2 0£UT) : 
tfJMft: C% 56.23 H% 5.71 N% 8.63 
lUiftiJfii: C% 56.31 HX 5.34 N% 8.34 
[0 2 2 0] 

nmm 3 7 

N- [ (S) -2- (3,4-^007x-;W -4- [4- (2-**V- 

i-e^Uv-^) - 1 -tr^'J y'^M -N-^f^-3->r;- 

! -^7^5 K^X>fttft*»«3 (1:1:0.75) 
«*7 ^;Wt*ft*«« LT3-y7/-l-t7h-f^nMH (3-5/ 

- (3,4-^007i=JW "4- [4- (2-**V-l-t:*U5>=* 
) ^.^Uy-JH 7^3 -N-*^75> (Miller. SC; WO 9410146 

^m^:B^,(DmWtVXWffZo MS: m/z 591 (M+H). 
7C^^fi(C 33 H 36 Cl 2 N 4 0 2 • C 6 H 8 0 7 • 0.75 H 2 0<hUT) : 
-mm: C% 58.76 11% 5.75 N% 7.03 
C% 58.80 H% 5.63 N% 6.88 
[0 2 2 1] 
3 8 

N- [2 (S) - (3,4-^007^ ~ 4_ [4 ~ ^ h ^ tHD_ 
2-**V-l (2H) -fc!'J3 3>=*> -l-fc^'J^x;H -WW -N 

««p7^fl2ftft-*tEffl^4-S/7>'- 1 -t7h<i^D^F (4-X 
7/ - 1 - t7 MR*«t«t** , JJW^»IUfc) * (S) -2- (3 
,4-^D07i=JM -N-^^-4- [ (fh7tHP-2-^y- 
1 (2H) -tf'J 5vX;U) bf^UvXM/] ^>75> (Miller, SC. <DVO 95 



( 101 ) 



!tf5£2002-5203t6 



05377) fcRJSSIirfc. £J**^*X Ufc. MS: m/z 592 (M+H). 
&gfc4-->7/- 1 -^"7 hXfttt&0.fc"3teLT!Kiikfc. 

(a) ^f^4-7'P : E-l-t7hX-h 

DCM (100ml) 4.lC^lt«>4-7P^-l-^7hX^ (Fischer, AbO 
j. Chem. Soc. 1426(1958*)). «WJ* (2.56g) $5<£tfDMF ( 
5/xD M5 3Rr»U Mb, WtfDCM (5ml) K»»Lfc. 

mu ^D7b^7^ (dcm) c«fcottS3br^«isefe©H^ ( 

4.8 5g) tbtffc. 'H NMR(DMS0-d 6 ) 6 8.83-8. 77 (m, 1H), 8. 31-8. 25 (m. 
1H), 8.01(s, 1H), 7.82-7. 75(m. 2H), 3.96(s. 3H) ; MS m/z 265 (M+H). 
[0 2 2 2] 

(b) 4->7;-l-t7hx8 
^ jH _ W _l-t7hX-h (0.5 0 9 g) > z/7>itm(l) (0. 

17 4g) . l«©£U5>>#.fctfDMF (5ml) 1 8 0 5 NfTO 

#«ffl&lN HC1 (2 0ml) *5cfctf"7*7^> (4 0ml) T'»^LT*ft#L 
. ft* (Na 2 SO,) U %ilU Mlt^JH-/7;-l-t7M-- 
h*MlfiOift««9 (0.2 13 g) £LT»fc. MS m/z 196 (M-l). >H NMR (DMSO 
-d 6 ) 6 8.74-8.69(m. 1H), 8.29-8. 15(m, 3H). 7.92-7.83(m, 2H), 3.99(s, 3H 
). pWUXXfMk LiOH-II 2 0 (1«) . TI-IF (3ml) . 7K (lml) 
*>£tf**/-)U (lml) ©»«*2HftT-*ift#*-*£ fcKJ: 0 ^W^r 

IN HC l*J«liir*JB*pH2*-C«ttCU E t 2 OT»ttJbfc. «JS£7K 
(3 0ml) fcitfT^O (4 0ml) T»U ft* («fflW-HJ*/0 U 
i§U WBLT4 - 5/7/ - 1 - t7 M«*«l««4:l/T1lfc. 

[0 2 2 3] 
^SSflJ 3 9 

N _ [ ( S ) -2- (3,4->^aD7ix;W -4- [4- [rh^tHP 

- 2 -**v-i (2H) -e«J5->*x;u] -i-^'j^jH - 
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ftjftDCM (5ml) (t>tC*3tt«6-^7/-l-^7hX» (0.2g> 1.0 

isu^w otmmmz. mt**w)i (o.iimL 1 . 2 6 5 u * 

_, >7 y_ ! h-Ol^o^-T K (0. 2 1 9 g) *^-73fc l 7-1' hftcDSffc 

turn -tn*s^t»§si-r4c:t?s:<ffiffl^fc. 

WT^WfcifcfrftffifflbT (S) -2- (3,4-^DD7i^) -N 
_^^_4_ [ (fh7tFD-2-W-l (2H) -t?USy^JV) tT 
^Uv-;U] y^>75> (Miller, SC.; WO 9505377) £6 — 1/7 J — 1 — "3" "7 
KMD7-f KiljE***. *X>fi&iftfci£tftLfc. MS ra/z 592 (M+H). 
Jc^^ffi(C3 2 H 35 Cl 2 N 5 0 2 - 1.0 C 6 H 8 0 7 - 1.0 H 2 0i:UT) : 
tt3¥ffi: C% 56.86 H% 5.65 N% 8.72 
■$mm: C% 56.81 H% 5.51 N% 8.54 
[0 2 2 4] 

o 

N- [2- (4-^PD7x-JU) -4- [4- [fh7t 

i (2H) -eusy-;H - i -e^'J ->*x;H -n-^^-jv- 3 - 

^M7C& < JT5/'fb^ft€f5effltT4- (fh5tHa-2-^y-l (2 
H) -t'JSy-W t?^Uv> (Miller, SC; Jacobs, RT; Shenvi, AB. <DEY 
739891)£N- [2- (4-^OD7i-iM - 4 - V^^H "N-*?" 

tz. MS m/z 578 (M+H)o 
7C*»«f«(C„H 3S ClN 5 0 4 - 1. 0 C 6 H 8 0 7 • 0.8 H 2 0£UT) : 
C% 56. 64 II % 5.86 N% 8.92 
tmVL: C% 56.60 H% 5.74 N% 8.69 
[0 2 2 5] 
«#J4 1 

N- [2- (3,4-y7MD7x-^) -4- [4- [rh5t ^-2- 
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Jk-3--ho - 1 ^ b*^X>g?±g 

WM7C^JT5/{t^#^MLT4- (fh7th'D-2-t+V- 1 (2 
H) - tf U 5 v*x;P) t?^U> ? > (Miller. SC; Jacobs, RT; Shenvi, AB.OEP 7 
39891)£N- [2- (3,4-y7M0 7i-JW -4-^77 , fJl/] — N 
-/f^-3--KD-l-t7^SH ^X>&i& 
fCifctftLfc. MS m/z 580 (M+H) ; 
7C^^tTrM(C 3l H 35 F 2 N s 0 4 • 1.07 C 6 H 8 0 7 • I. 06 H 2 0<h IT) : 
H'tHMffi : C% 55.88 H% 5.72 N% 8. 71 
'MMU: C% 55. 94 H% 5.54 N% 8. 51 
[0 2 2 6] 
»{*J4 2 

N- [ (S) -2- (3,4-y7DD7i^W -4- [4- [f h7th*0 

-2-^y-i (2H) -tTU5v-;W - l-hf^u - - 

«M5cW7'sy^b*fr*afflLTN- c cs) -2- (3,4-^^pd7 
x-;i/) -4-*+y^f;W -N-^f^-3--ho- 1 -x:7^u>;*j;i/ 

H (0.2 5 0 g) &4- (x h 7 t r* □ - 2 -:*+7 - 1 ( 2 H) - tf 
'JS^XJU) tf^Uv> (Miller, SC; Jacobs. RT; Shenvi, AB. <7)EP 739891) 
(0.10 2 k) T&SLfc. j£ft|EttI& (0. 1 0 2 g) *^X>«5ffitjeiftLfc 
o MS m/z: 612 (M+H), 

[0 2 2 7] 
^-Jte^l 4 3 

N- [ (S) -2- (3,4-^DD7i3) -4- [4- [rh7t r-'D 

-2-^v - l (2H)- tf'J $->*x;H - i -tM'j->*x;i/| — N 

6 - - h P- 1 -t7^5 K^X>^ 
W7^Wt*fF*«fl/tN- [ (S) -2- (3. 4-7fOD7i^ 
) -4- [4- [f h5k Fo-2-^7 - 1 (2H)-tf U 5 vx;H - 1 - 
e^Uv-Jl,] 7f)H -N-/r;i/75> (Miller, SC; WO 9505377)^6- 
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-bo-l-t7KMD^F (Dewar, MJSfccfct/Grisdale, PJ; J- Amer 
Chem. Soc. 84, 3541 (1962*?)) fcfifcS*. ^X^lfcKfciftl'fc. MS m/z 61 
2 (M+H) ; 

Jc^#rM(C 31 H 35 Cl 2 N 5 0 4 • 1.05 C 6 H 8 0 7 • 0.7 H 2 0£LT) : 

nmm-. c% 54. is h% 5.45 n% 8.47 

'ifeWili: C% 54.31 H% 5.53 N% 8.18 
[0 2 2 8] 

%mm 4 4 

N _ [ ( S ) -2- (3,4-^D07i^) -4- [4- (2-**7- 
! -4- (N-^WS/A^^) 3 - 1 ~ tf^'J V- 

: 1 : 0. 5) 

^MTcWTS/^ft-^fflbTN- [2- (S) - (3,4-^DD7 
x _ ;l/) _ 4 _^^y^;i,] -N-W-3-v7;-l-t7^5F?:4 

- (2 -sr^v- i -tr^us*— ;w -4- (N-^f^75/*^^) 
/^Uv> (Miller, SC; Jacobs, RT; Shenvi, AB. <£>EP 739891) tjRjfcS-Brfc. 
*j&«j£?X>fgafi«*fcLfc. MS: m/z 648 (M+H). 
7C*##ftf (CjsHmCW, • C 6 H 8 0 7 • 0.5 H 2 0£LT) : 
nmU: C% 57.95 H% 5.69 NX 8.24 

nmm c % 57. 95 11% 5.63 n% 8.29 

m.m\^m^^ym,-imm (1.0 : 1.0 : 1.0) 

o 

«|«WJ^©N- [2-(S>- (3,4-^DP7i^) -4-^VT-fJl/ 

[0 2 2 9] 
3lJfc#J4 5 

N- [(S)-2- (3,4-yfDD7i^) -4- [4- (2-**V-l 

-tf^'J vXJU) -4- (N,N-^W5;*M^W ] 

vx;W] 7^;U] -N-^-3->7/-l -jryfS. K*X>HM***Hfc 
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(1:1:0.7) 

4- (N,N-^^75/*«) K*"J*> (Mi,ler ' SC: IaCObS ' ' 
T- Shcnvi. AB.^EP 73989D4N- [2-<S>- (B. 4 -**DD7*=y» 

i:E*S*fc. ^*ft^X>Hftttlc**Ufc. MS i/i 662 (M+H) ; 
7£«»*r«(CMH«Cl|N|0, ' C 6 H 8 0 7 • 0.7 H 2 0<tUT) : 
C% 58.16 HX 5.85 NX 8.07 
-mm - C% 58.18 11% 5.74 N% 7.97 
[0 2 3 0] 
&J60J4 6 

N - (4- [4- (rh^Ho-2-W-K2H)-H'J 5 ^) "4 

_ N .^-3->77-l-t7^^X>^ 
»W75;W«ffltXN- (4- [4- (rb7tHP 2 * 
*,-l<2H>-*U*S^» -4- W ^T3y*iU*^W **U*> 
(MiUer. SC;W0 9512577)*N- [2- <4-^DD7x=iW -4-**V 

MftUfc. .HIW(CDCip(TSFH*aittfl«0«*«^ « 8.1000. 7.92( m 
) 7 69-7.57 (br 7.47-7.20(br oO. 6.93(d. 3=8.4). 6.82(d. 1-8.4). 6.6 
7(d. 3=7.8). 6.51(0,). 4. 61 GO. 3.49-3.21(br 0. 2.58(s). 2. 39-2. .7 (br ») 
1. 95-1. 79 On) ; MS m/z 615.0 (M+H). 
[0 2 3 11 

(a) N _ [2 _ (4-^D7x=*) 

^-3-/77- 1— H 

^^.j* (195, L 2.23-J^) <£D CM (10.1) + 
63-J/7/-l-t7Ht(4 0 0* 2.0 35U^) OttttCJBiLfc 
. Mft3*IBHW*U *OPHCDCM-fOlOX DMF*31hI (Wns 
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OmI) HWTLtz. i§^^ET«ltefi«$#, *nSHfflTT«« 
L, D CM (15ml) OTCST^U^ N- [2- <4-*P 

D7iZJW -4-th*D*yyf;H -N-^W5> (4 3 4mg, 2.0 
3iijt;k 5Bl©DCMfci£#Ufc> U^NaOHd.OM, 2.54ml) 

5M HC 1 ^cfc^^M^m^-h'J^ATWimL. ^ (MgS0 4 ) U 5iS 
U MJETT^UTs5g^©^#» ( 6 9 2mg, 1.765U =E)Vs 8 7%) 

iH NMR(CDCl 3 )(7S FIOItefttt#©#*£fc*t-) 6 8.09(s), 7.85(b). 
7. 72-7. 50 (br m), 7. 43-4. 35 (br m), 6. 92 <d, J=6.3), 6.85(d, J=7.8), 6.69C 
m), 6.65(m), 4.57(brm). 3.99(brm). 3.70(m). 3.50-3. 10 (br m), 2.67(s), 
2.03(m), 1.89 0b). 1.58(b): MS m/z 393.0 (M+H). 
[0 2 3 2] 

(b) N— [2- (4-^OD7i-^) -4-*+V^W -N-*^- 
3-y7/- 1 -^7^5 K 

D CM (5ml) WC&tf-SDMSO (3 5 6 *i k 5. 0 ©?$$£ 
-7 0'C"e5»IBli:<?fcotDCM (5ml) * JC^ttattLflS^iJ-'J^ (2 19 

w i, 2.515 u^;k) <DM&mmzm)x\i>rzo 

15fl«#Lfc«, N- [2- (4-!?DD7i^W -4-hHD+yyf 
;p] - N -^fJk-3-y7y-l-t7^5F (7 8 8mg, 2 . 0 1 5 'J W 
) $DCM (5ml) '|'CO^<tUTfi«5illLfc. 

aUt-* - 7 O °CT- 4 5 «lt - 4 5 tSTM L. 3 0 #fiJHft#Ljfc. 

i$i?££-7 O^ST^U MJXW5> (1. 4 lmL 1 0 . O 3 S ' J =E 
;W(5ilODCMlC»«Lfc) fcflMWLfc. 1 5$H«#bfc». • 
TfllfiU DCMT«l« 0.5M HC 1 (3 0ml) . taMeSS^ H 'J *A 

(3 0ml) T'WlilJU (Mg SO.,) U 8ilTlH^««^i- W 

^^D-7h^77^- (^s++l->'-f 1 CD5 0 % EtOAc) (C=t0^kTlt/^ 

mtmRtzmt® ( 5 4 3mg, 1 . 3 9 5 u 70%) t u-c»fc. m nmr( 

CDC1 3 )(T5 HEMEattflc©^**'*") <5 9.71(s). 9.60(s), 8.18(m). 7.86( 
t, 1=7.8). 7. 68-7. 29 (m), 7.51(m). 6.87(t, J=7.2), 6.67(d, 1=8.4). 6.57(m 
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). 4.56(br m), 3.98(br a). 3. 71 (br m>. 3.42(b), 2.97(a). 2.67(m); MS m/z 
391.0 (M+H), 

[0 2 3 3] 

«#]4 7 

N- [(S)-2- (3,4-y^DD7iz.;|/) -4- [4- (rh^tFn- 
2-W-l(2H)-lfU5^) -4- (^^75/*;^!,) ] - 
1 -\d1\)*J-)V] W)V\ -N-^JP-3-y7/-l-t7^S^I> 
(1:1:2) 

M^7$/-ffc&#£MLTN- [( S )-2- ( 3 , 4 - □ n 7i -;W 
-4-t+y^JH -N-^-3-^y-l-t7^F (14 5m* 
0.3 45'J^) €4- (f h7h KP-2 ~^V- 1 (2H)-H'J5v- 
;W -4- U^75/^;P^-^) K"*«J5» (Miller, SC: WO 9512577) 
(7 9. log, 0.3 2 95'J^W ££j£$t!\ *X>Bfc!fifc:gffcU 5i§fc=fc 
OE t,0^6*»LT^IBM (16 2. 5mg) ££j£©*#3c<h LTtffc. MS 
m/z 649 (M+H) ; 

^*##fffi(C M H 38 Cl 2 N 6 03 ' C 6 H 8 0 7 • 2.0 H 2 0 tLT) : 
frJMfi : C% 54.73 H% 5.74 N% 9.57 

rnrnm : c% 54.92 hx 5.41 n%9.29 

[0 2 3 4] 
31860114 8 

N- [2- (4-^OD7ir;W -4- [4- (fh7th'D-2-t*7- 
1 (2H)-tT US->'zjW -4- (^f;i,75y*M-;W ] -i-e^u->* 
-N-/^-3-ZhD-l-t7^$^l>i!|I 
^M7cfi<JT5y-fk^ft^fit!fflLT4- (fh7th'n-2-t+V- 1 (2 
H)-fcf»J5^-;U) -4- (^UTS/t^*-^) ^-J^*> (Miller. S 
C. WO 951 2577)$: N- [2- (4-7PD7i-JW _ 4 _ ^ y _ 

N-^fjl,-3-rhD-i-7-7^5 Ki: ?3L>mmzmWkVtz. 
MS m/z 635 (M+H). 
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7C*»«fffi(C 33 H39ClN 6 0 s • 1.0 C 6 H s 0 7 • 1.3 H 2 OiLT) : 
thM : C % 56. 06 H 36 5.88 N%9.88 
imi^L' C% 55.04 H% 5.74 N% 9.74 
[0 2 3 5] 

%mm 4 9 

N- [2-(3,4-y7MD7iZJW-4- [4 - (fh7th'P-2-t 
+V-l(2H)-hfUS^W -4- ^) 3 — 1 — tf 

^U->*-;k) -N-W-3-ZhD-l-t75'5Hi'I>III 
^SM7cWT5y-fb^^fflb-C4- (fb5fcKD-2-**V - 1 (2 
H) - kT 'J 5 v^W) -4- (*^JU75/#;H*-;W tf^'Jv'V (Miller, S 
C; WO 951 2577) £N- [2- (3, 4-y*7Mo7i-iP) 

Lfc. MS m/z 637 (M+H) ; 

7C^^rr^(C 33 H 38 F 2 N 6 0 5 - 1. 1 C 6 H 8 0 7 • 1. 2 H 2 0t UT) : 

3tM: C% 54.69 H% 5.70 N% 9.66 

SfeiWffl : C% 54.62 H% 5.52 N% 9.46 
[0 2 3 6] 
iAiM^J 5 0 

N _ [ (S )_2- (3,4-y^DD7i-W -4- {4- (2-**V-l 

-tf^'jv— ;W -4-N,N-->*^^jPT5y^;u^-;u} -l-tf^Uv 5 - 
mmvmTzyitm-zmtiisTN- [<s>-2- (3,4-^nn7i 

4-^V7*fJW -N-/fJK3--Nn-l-t75'SH (0.1 
Og) £4- (2-pT+V- 1 -tf^'J ->*~J» -4- (y^W5/M^ 
-)V) e^'Ji>*> (Miller, SC; Jacobs. RT; Shenvi, AB. <7)EP 739890 (0.0 
60g) iJKfSSitfc. i&IBffitf (0.0 9 3 g) &?3L>&tmz&{sfc. MS: 
m/z 682 (M+H). 

[0 2 3 7] 

nmm 5 1 
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N _ [(S )-2- (3,4-y^o7x-;W -4- [4- (rh^kHa- 
2 -**y-l (2H) -K'JS^) "4- (^^S/***^) 3 

*Wwtt75>'fl5*tf*«Uai'"C N - [<S)-2- (3,4-^DD7i 
-j» -N-^*-3-=hO-l-t7^5H (0. 

150g) *4- (fh5kHn-2-t*y-K2H)-K'JS^) -4 
- (***T3/***=;» -1-^U'>'> (Miller, SC. WO 9512577HO 

.0 8 9 8) raaufc. (o. 1 2 3 g) *^x>««K:*»ufc. ms 

m/z 669 (M+H). 

[0 2 3 8] 
«0J 5 2 

N _ [( S )-2- (3.4-^D07i^) "4- {4- (2-tMtV-I 
-\><V)i>-M -4- (N-^^73/*^W } -1-K1«J5>=* 

W«7CW75yflS*fr*«fflbTN- [<S)-2- (3.4-^OD7x 
- ;w -N-^-3-hD-l-t7^^ (0. 

soog) *4- (2-#*v-i-^»J^w " 4 " ( ^ ws;M 

tf^'Jv> (Miller, SC; Jacobs. RT; Shenvi, AB. CDEP 739890 (0. 

1 7 7,3 g) -rtai/fc. awaus <o. 2 9 e g) ^i>mc»^- M 

S m/z 668 (M+H). 

[0 2 3 9] 

mm 5 3 

N _ [(S )-2- (3,4-^DD7x=*) -N-* 
MM 3 f«ia03--hO-l-t7h<^P5^'^(S)-2- 

*S*TN- C(S)-2- (3.4-**PD7x=;» -4-kHD*^f 
»] -N-^-3-rP-l-t7^Wc i*l*«l«3gO* 
fclC*0K**ttT»ft:*'***fc« >H NMR(300 MHz. CDCI 3 ) 5 9.65(s). 9 
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.44(s), 9.07-9.02(m>. 8. 38-6. 04 (m) , 4. 44-1. 18(m) ; MS APC1. m/z=445(M+) 

o 

[0 2 4 0] 

■mmm 5 4 

N- C2-(S)- (3,4-^DD7i^) -4- [4- [ 4 -tDV/^-i 

)V-{R,s)-2-^)V7,)vy^-)vy^)V] - 1 -tr^u v-M 

] -N-^fJl.- 3-->7/- 1 -t7^S h^l>tl 
m^MTtmT)V*Mt%ifr*®im\sTK- [2-(S)~ (3,4-^DD7 
] -4-t+V7'^-N-W-3->'7;-l-t7^5l ? (0 
.115g) £4- (4-^;WN* ; e'f;U-2-(R, S)-^f^P7^;V7i 
e^Uv?> (0. 0 7 1 g) tKfoZH* ^x>M{r^U7c. MS m/z 
675 (M+); 'H NMR (DMSO d 6 ) <5 8. 70-8. 58 (m, 1H), 8. 25-6. 40 (m, 13H), 3.60- 
1.50(m, 26H) ; 

7C^>W(C 36 H3 6 C1 2 N 4 0 3 S • 1.0^X>6£ • 1.0 H 2 0 • 0.25 Et 2 0£LT) : 

mnm: c% 57.11 h% 5.41 n% 6.20 

tkWm: C% 57.06 H% 5.18 N% 6.28 
[0 2 4 1] 

a) 4- [2 - /^^XJI/?^ 4 - 7*ot7x-;W t!^U> ? > 

5inl<^8£l::i?=?fl¥Ufc4- (2-7^7^^71-^) t^'Jv> (Jacobs 
R; Shenvi, A ; £>EP 630887X0. 4 9 6 g) ^ (0.715 

g. 1 SmlW^m^) 0^^inK./c. ig£'«7 5t:T8 0#»&U7io ^ 
^lLAcig^^3inl^7KT^L, M£^5i££^ ®®WZ7MzmMVfc. K 
OHZmz-TyMm-er^ZpHl 4$tlfiHl!lL > CMC 1 3 (3 x 1 5ml) T 

57^- (0.5% NH 4 OH7K^^W-T^ 1 9 : 1 <DD CM : *?/-)V 
) \Z£0mmVX!kl&M (0. 4 2 1 g) §I^©@*tl/Tl#fc. MS m/z 30 
2 (M+H). 1H NMR(CDC1 3 ) 6 7.86(d, 1H), 7.61(dd. 1H), 7.52(d, 1H), 3.25-3 
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.35 On, 2H), 3.08-2. 60 (m, 7H), 2. 04-1. 61 (m, 4H). 
[0 2 4 2] 

b) 4- [2-^W^^;H4-^D€7x^] -N-Cbz-t! 

14 0nl©THFfc»*US:4- [2-^fW7^^-4-^o€7x 
-;!/] tr^'Jv f > (2. 7 0g) . 6 Oil© h U If # 

tr.7 4g©^>y;n'on*;M-hep^ lsisnsm* thf^ 

0 Oml©DCMtc:»»U 0.5MHC1 (3X4 Oml) *3cfc 
tfffifnNaHCO, (2X5 Oml) T-JMiUfc. #««Iltt*ftN a,S0 4 ±T?tt 
«U 3K58S-a-Tifttt*&#» ^|l^D7h^7^- (4 : 1CDE tOAc 
:DCM) CJ:9»«LT3.3 9g©£jfttt*»fc. 'H NMR(CDC1 3 ) 6 7.87(d 
, 1H), 7.61 (dd, 1H), 7.49-7. 32 (m, 6H), 5.17(s, 2H), 4. 30-4. 21 (m. 2H). 2. 
99-2. 75 Go. 3H), 2.70(s, 3H), 1.95-1. 55 d. 4H). 
[0 2 4 3] 

C ) 4- 12 -*7)v*)vy h*^*;v^7x-;W -n 

-Cb z -tf^'J 

DM SO (7 5ml) *3«fctfMeOH (75ml) 0Dig-&4fcK 1 . 3 - t'7. (v 5 ? 

x-ju**^/) -tuny (o.5 3 6 g) . mtrtyWk. (0.33 1 g) 

4- [2-^WJV7^-Jl'-4-7 , nt7i-M -N-Cbz-^U 
v> (2.84 Og) *5«fctf2. 0 Ornish >J X^;i/T 5 >*ifl*.fc. 

«fl:K*-C2 0W-7L K^SR Cl«EE) >> 7 OtTl 8 

MftUfc. ffifrt**2 5 0ml©*ta:^ 1 = l^EtOAc : E t z O (2X 
7 5ml) -etttBLfc. *«■** (5X7 5ml) TJlHMU Na 2 S0 4 i.« 
U KftSttfc. MeP-7^77^ (4 : lWEtOAc :DCM) 
lc£0*i^LT2. 3 9 g<D£fedS*ft»fc. MS m/z 416 (M+H). 'H NMR(CDC1 3 ) 
6 8. 1 7-8. 07 (m. 2H), 7.96(d. 1H), 7. 42-7. 28 (m, 5H), 5.18(s, 2H). 4.50-4. 
32 On. 2H), 3.95(s. 3H), 2. 99-2. 80(m, 3H). 2.73(s, 3H), 1.95-1. 55 On. 4H) 

o 

[0 2 4 4] 
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lOnlttl : 1©THF : H 2 Ofc**Ufc4- [ 2 - 
4-^^#=*7x^l -N-Cbz-^Jy> (0. 1 20g) 

vmmzo. 0 3 8 g®Li oH*in*fc. «*«*6 ox:-r i 8«Haun*bfc 

2ml©lM HCieiA, S^*DCM (3X1 0ml) TttltHLfc. W 
W^&^-U, Na,S0 4 ±T««U ^ 7 ^ 7 ^ (1 

.5% NH 4 OH*»«mt510: 1©DCM:^-^) KlJ:QttH 
UTffl* (0.10 7 g) ftttfc. MS m/z 402 (M+H) . >H NMR(CDC1 3 ) 5 8.05-7 
.72(m, 3H). 7.48-7. 15 (m. 5H), 6. 61 (or s, 1H). 5.11(s. 2H) , 4. 50-4. 05 On. 
2H), 2.95-2. 50(01. 3H), 3.60(s, 3H), 1.93-1. 38 On, 4H). 
[0 2 4 5] 

e) 4- (4-^H;V-2-(R,S)-^7>f^7xZJW hf^U 

4 5.IODCMK:WWLfc 1 4 - (4-**# 

^-2-(R,S)-^7^^x-;W t^Uv> (1.28B) ©W*«= 

i.45ii©N,N-^vya tf»x**7 5 >*iii*fc. ffifrfc* i o #lflJ* 

*U 0 1 7 g 0f h^WMo*M75'>-^A^7^ 

tP*77x-h», W*lWWW»fc- -trNH 3 «'T3 0» 

2 0«l<Ol6ftNaHCOj€:iin*.* fbnfcMeDCM 
(3X1 0ml) T»Hll/fc. «m**S-U Na,S0 4 ±-e«*U ttftStt 
fc. WtEtOAc : M e OH (3 : 1) frSPWftbfc. HI NMR(CDC1 3 ) <5 
8.09(d, 1H). 7.85-7. 78(0, 2H), 7.42-7.30(m, 5H) , 6. I6(br s. 1H), 5.72(b 
r s. 1H), 5.17(S. 2H). 4.50-4.2(m. 2H), 2.99-2. 78(m. 3H). 2.73(s. 3H). 1 
.95-1.6001. 4H): MS m/z 423 (M+Na). WFTfU7MD«OTL 
T 1 <4-**#**5 H- 2 - (R. S>- 

X)\,7j~)),yx.=.M tr^«J5?>©N-K««*ff3teofc. 'H NMR(CDC1 3 . TF 
A-d 4 ) 6 8.17(d, 1H). 8.04 (dd. 1H>. 7.98<d. 110. 3.79-3.61(m. 2H>. 3.45- 
3. 20 On. 3H), 2.97(s. 3H), 2.42-1.95(m, 4H) ; MS m/z 267 (M+H). 
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[0 2 4 6] 

5 5 

N- [2-(S)~ (3, 4-^fOD7i-;i/) -4- [4- [2-(R,S)-* 

#.^jl7cWT;WMb^^ffl^TN- [2-(S)- (3.4-^D07 
x - ;l/) ] _ 4 _^ V7 -^-N-^-3-y7;-l-t7^5H (0 
, 2 5 0 g) £4- [2-(R, S)-^^;^^7-f=^-4-^ h + 
;1 , 7x -^ ^'Jv> (0.i6 4g) tKSSt, ^x>®i&tci'£&L*:. " 
S m/z 690 (M+); 'H NMR (DMS0-d 6 ) <5 8. 70-8. 58(m, 1H), 8. 20-7. 40 (m, 11H), 
3.89(s, 3H), 3. 55-2. 30 (m, I9H), 2. 20-1. 50 On, 7H)„ 
[0 2 4 7] 

&3Sfc4-- (2-(R. S)-7>)V7 4-)V-4-* h*'>*M=*7i^ 
) e^U v 5 KLTMLfc. 

n-^>vJM-*^ju*x;i,-4- [2-<R.s)-^^^;W7^x;u- 
«<fci^fctTN- t -y^;u*;w\'^- h- 4 - [2 - (R. s) - 

;p^^-;U-4-^h^^^;^-^7a:-;l/] tf^'Jv>£4- (2-(R,S 
)-XJl/7^-^-4-7'D ; e7l^) fcf*iJS»J&>fc8iitLfc. tfiS^UT 
NaOII*^£{4ifflU v**^^*®^ (t-^JU) 

LTN-#i$£tT&ofc. «W 5 4 ^IElScU7cJ:-5^^)iia5rM 
- t -y^^;WN'^-h-4- (2-(R, S)-^7^^-4-7-D^7 

e^'Jv>^^x;Hb*fT^oTN- t-^;u*JW\*/-h-4 

>£^. iHNMRCCDClj) <5 8. 15-8. 05 On. 2H), 7. 99-7. 95 (m, 1H), 4.40-4.15 
(m, 2H), 3.95(s, 3H) , 2. 95-2. 65 (m, 3H), 2.73(s, 3H), 1.95-1. 45 (m. 4H). 1 
.50(s, 9H). ^M-TThU7J^oSMfflUTN- t-?****** 
_ h _ 4 _ (2-(R, S)-7,)Vy^=-)V-A-^V^riyfl)V^)VyjL=.)V) 

^^j^><DN-^m^nu^r4- (2-(r. s) -tji^ x;i/-4-* 
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h^y*M-^7i^) h^U5»**fc. 'HNMR(CDC1 3 ) 6 8. 15-8. 03 (■ 
, 3H), 3.94(s, 3H), 3.30-3. 15 On. 2H), 2. 90-2. 65 (m, 4H), 2.72(s. 3H). 1.9 
5-1. 50 (m, 4H) ; MS m/z 282 (M+H) . 

[0 2 4 8] 
3l» 5 6 

N _ [2-(S)~ (3,4-^PD7i-W "4- [4- [4-hKD*^ 

-(r,s)-2- u^tju^-^) 7x-M - 1 -tr^ij^jH ^ 

;H -N-^JH3-^7/-l-t7^5^I>SI 
«M7cWT^^Wfc*#*«ffll^TN- [2-(S)- (3,4-y?on7 
] -4-^V7^-N-^-3-y7/-l-t7^5F (0 
.4 2 9 g) *4- (4-kFD^y-2-(R,S)-^J^7^^W 7i 
\L*KW> (0. 2 3 9 g) <!:JSrt>S-&. £7 X bfc. MS m/z 

648 (M+); >H NMR(DMS0-d 6 ) 6 9. 93-9. 78 On, 1H). 8.70-8.58(m, 1H), 8.20-8. 
OOOn, 1H), 7.85-6.40(m, 10H), 3.55-2. 30 On. 19H). 2.20-1. 50 On, 7H) ; 
^^fi(C 35 H 35 Cl 2 N 3 0 3 S • 1.0*X>* - 1-5 H 2 0 • 0.25 Et 2 0i:LT) : 
ttJMK : C % 56. 92 II % 5. 52 N % 4. 74 
: C % 57. 03 H% 5.26 N%4.90 
[0 2 4 9] 

a) 4- [4-^h + y-2-^f^7x-Jk] fc^«J5?> 

_ [4 _^ +i/ -2-^W7i-iH e^u->-> mmm2) <&n-j& 

■RSSLT4- [4-/h + /-2-^m7x^] ^»J5?>*»fc;«H 
NMR(CDCl 3 ) 6 7.15(d, 1H). 6.76(d, IH). 6.69(dd, 1H). 3.80(s, 3H), 3.18 
(dm. 2H), 3.0t(lt, 1H), 2.78(td. 2H) , 2.45(s, 311). 1.82 (dm, 2H), 1.66(s, 
1H), 1.58(qd, 2H); MS m/z 238 (M+H). 
[0 2 5 0] 

b) 4- [4-hh'D*v-2-^f^7i-iH t!^'J^> 
jWfc**B*eyS>-#A (2 0.7 6 g) &cfctf4- [4-*h*x~2-* 
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fm7x= M hf^Uv> (6.l6g) 0«1MII*2 2 51CT18l*IWn 
Kfc«****»U 2 0 0ilO*fc«»U IN KOHTPH7CW 

HSU ^**> (4X5 Oml) TUHffibfc. *JB*«EETTWBUT*««*» 

, m2 0 0ilOEtOHK*)»U O.SWPMWbfc. lfc****iiU 
EtOH (2X4 Oml) T»Ufe. ^W^tCDM^^U «ET 

tTObfc, (9 : l<DDCM:MeOH) tCcfc 

0»«Lt6.0 6g©4- [4-tHD*J'-2-^Wx=;H ^ 
Ux>S»Miibt^. IH NMR(DMS0-d 6 ) 6 9.44(s, 1H). 8. 49 On. 
2H), 6.9T(d, IH), 6. 6601. IH), 6.58(dd, 1H), 3. 43-3. 30(dm. 2H), 3.13-2.9 
5(m. 3H), 2.42(s, 3H), 1. 91-1.61 <m. 4H) ; MS m/z 225 (M+H). 
[0 2 5 1 ] 

c) 4- [4-tHa+'>-2-(R,S)-W^7-f^7x^W tf 

2 0 0.1©THF*K*»*4- [ 4 -tHO + y-2-^J^7x^ 
] K*iJ3>>JW**Wft (2.5 7g) ^h'JXW5> (4.0 0ml) 
^l«bfcX7UH:2.50 m i^>vMOD*)M-^l0^: 

fcfcoTiJ>o<OfcJD*.fc. «***18IWW»*U 2 0HO«*N8HCO 
,Tft*U THF*WETTWBbfc. 3M»t50HOfi»NaHCO,t- 
ttCflfctfU D CM (3X5 Oml) TMffiUfc. ttrttilfcftfc-U Na 2 S0 4 ± 
Ttt*U «EETTWIU-C*lll««*». 0mlW1 : 1^ THF : H 

2 Ot3ilfc. ttlK0.2 6gOLIOHftftlA. «*« 1 8 "MMRH^fc 
. THF*«JEETT?3R58S'ti:. *tt«B«*l 5H0 1N HC1«CU 
Ctl£DCM (4X40ml) "CtttHLfc. *IIH«*ft-U Na,S0 4 J:T«« 
U WtiilT»^- *nWD7h^7^- (2 : 3(DEtO 
Ac : ^*-*» IZXOimisX 1-71 gOH#4***»fc = ' H NMR(CDC1 3 ) 

5 7.45-7.25(m, 5H), 6.99(d, IH), 6.70(d, IH), 6.59(dd. IH), 5.16(s, 2H 
), 5.03(s, IH). 4.41-4.15(1. 2H). 3.04(tt, IH). 3.00-2.83(m. 210. 2.44(s 
. 3H). 1.90-1.450n. 4H); MS m/z 358 (M+H). «Mfflbtl-^>v 
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v>£l : 1©THF:H 2 04>, Na 1 0 4 «Ul-^>vM+/M 
#-;U-4- [4-tFD+y-2-(R, S)-^W7^^7i-JH 
¥^Vi;>Zmc ; 'H NMR(CDC1 3 ) a 8.50(s, 1H), 7.79(d, 1H), 7. 42-7.30(m 
, 5H). 7.12(d. 1H), 6.95(dd, 1H), 5.16(s. 2H), 4. 42-4. 20 (m, 2H), 2.95-2. 
65 (m, 3H), 2.74(s, 3H), 1. 90-1. 50 On, 4H) : MS m/z 374 (M+H). i^^ftTT' 

h U7MDiWffl L/T i -^>s;;^*->*;w#^i'- 4 - [4 - 1 hp 

T4 _ [ 4 -th'D + ->-2-(R,S)-/^^7^-^7x^H tf^'J 

vy*n. *nzmw.-?z>z.tts.<®imvrz<, ms m/z 240 <m+h). 

[0 2 5 2] 

5 7 

N _ [2-(S)- (3,4-y^P07x^) -4- [4- [4-^DO-(R 
>s) _2-^^7^-^7x^] -N- 

«qsaUcW7;WWt*fr&ffiffl^TN- [2-(S>- (3.4-/^007 
xZjW ] -4-^V7^-N-/f^-3-y7/ - 1 - t7^5 F (0 

.3 0 2 g) £4- <4-£oo-2 -(R. s)-*^x;u7-r-;u) 7i^ 

) tr^U v> (0. 1 8 1 g) ^x>ttttt»wSEtfeUfc. MS m/z 666 

(M+); >H NMR(DMS0 d 6 ) 5 8. 70-8. 58 (a. 1H). 8. 20-8. 00 (m, 1H). 7.85-6. 40(m 
, 11H), 3. 50-1. 50 (m, 26H) ; 
/C^>Wi(C 35 H3 4 Cl3N 3 0 2 S • 1.0*X>® • 1.5 H 2 0 • 0.25 Et 2 0<hLT) : 
2mW : C% 56.03 H% 5.26 N% 4.67 
C% 55.98 H% 5.02 N% 4.67 
[0 2 5 31 

(4-i/OD-2-(R,S)-/fHil'7^^7i-M tT^ 
ij ^> t i 3 - / h * 5^7 x 7 -^©ftfe DC3-^DP7x/ -^^fflfS- 
<h : &I^V^TM0iJ2{Cie®W¥JlIiC : a:^TML^. ^J£0»] 1 6 . If§(e)fCfe 
©©^li^oTft^^WiDftffltft^fTft^fc. 3-fDD7i>/-/l' ( 
2 4.2 8 g) *** (2 9.7 8 g) *KJ&3"&. tl =7 1*2 h 7 4 ~ ( 
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10 : l©A*t>:EtOAc) K«fcO»MUT 6 . 1 5 g© 2 -^O^E- 5 
-?DD7x/-^ C>ftt^©W) *5«fctf2 4.6 0 g©4-7nHr-3 

10 5 7.37 (d, 1H), 7.04(d. IH). 6.82(dd, 1H), 5.55(s, 1H). ^*©-fttt 
^ : >H NMR(CDC1 3 ) 6 7. 36(d, 1H), 6.91(d, 1H), 6.57(dd. 1H), 5.75(s. 1H) 

- (N.N-5>*^***W^<;W -7xy-^;>HNMR(CDCl 3 ) 6 7.52(d 
, 1H), 7.18(d, 1H), 7.13(dd, 1H), 3.47(s. 3H), 3.39(s. 3H) : MS m/z 296 ( 

M+) 0 4-^pd-2- (N.N-s>**^**;w*e<JW -yo^>f> 

; 1H NMR(CDC1 3 ) a 7. 68-7. 55 fa, 2H), 7.23(dd, 1H), 3.12(s, 3H), 3.05(s, 
3H); MS m/z 296 (M+>. 4-^D-2- (^*>WU> ^D^Vif > ; »H N 
MR(CDC1 3 ) 6 7.43(d. 1E0. 7.06(d, 1H), 6.97(dd. 1H), 2.48(s. 3H>. 1 
>yM+^«-4-tHP4->-4- (4-^nO-2-/f^ 
7l -jl,) W)Vy ; >H NMR(CDC1 3 ) 6 7. 43-7. 30 (m, 6H), 7.26(d, 1H), 7. 
lS(dd. 110. 5.15(s. 2H). 4.25-4.000n, 2H), 3.84(s, IH), 3. 50-3. 25 fa. 2H) 
. 2.52<S, 3H). 2.15-1.90(1. 4H) : MS m/z 414 (M+Na). 1 -sOWV**** 

;utf-;p-4- (4-fDD-2-^f ; r7x-M t?^u^>;'HNMR(C 
DC1 3 ) 6 7.43-7.30(m. 5H), 7. 1 8-7. 10 (m, 3H). 5.16(s. 2H), 4. 42-4. 20(m. 2 
H). 3.07(11. HI), 3.00-2. 80fa. 2H), 2.47(s. 3H). 1.91-1.45(m. 4H) ; MS m/ 
z 398 (M+Na) , 1 4 ~ ( 4 - ^ D □ - 2 - (R. S 

)-/^7-f^7x^) -bT^«Ji?>;iHNMR(CDCl 3 ) a 7.98(d. 1H 
). 7.42(dd. 1H), 7.4l-7.30(m, 5H). 7.21(d. IH). 5.16(s. 2H). 4.43-4. 21(m 
. 2H). 2.96-2. 78fa. 3H). 2. 71 <s. 3H) , 1.92-1. 51fa. 4H). 4- (4-*OD 
-2-(R.S)-/f^^^;P7x^) e^u->->;'HNMR(CDCi 3 ) a 
7.97(d. IH). 7.43(dd. 1H). 7.28(d. 1H). 3. 30-3. 10 fa. 2H). 2.71(s. 3H). 2 
.83-2. 61 (m. 3H), 1.92-1. 51 fa, 5H) ; MS m/z 258 (M+H). 
[0 2 5 4] 

mmm 5 8 

N- [(S)-2- (3,4-y^DD7x^) -4- [4- [<S)-2-*^ 
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;u>uU7*x ^7irjH - 1 -fcf^u -7x;i/| -n-^^p- 3 - h 

ij 7;i/^-o^^;u- l —f7 9$. K7x>B8fokfn4fo 

-f h* (0. 1 1 g) £N- [(S) - 2 - (3, 4-^007x-JW -4- [4 

- [(s)-2-^fM^7^f-;i'7x-;i/] - 1 -fcf^u v*-,>n :t>;W - 

N-**JU7'5> (0.19g) <h *x>BMftfc:*«IU SifiCAD 
yXfJH-f;W^«tlT«^l) (0.3g) £^7^7-f NWJ* 
tLTffc. MS APC1, m/z = 675 (M+H) : 'H NMRC300 MHz, DMS0-d 6 ) 6 11.00$ 
j£H), 8. 55-8. 40 (m), 8. 30-8. 10 (m), 7. 91-7. 63 (m), 7. 62-7. 45 (m), 7.44-7.12 
(m), 7. 05-6. 85 (m), 3. 20-2. 76(b) , 2. 75-2. 55 (m), 2. 20-1. 65 (m) ; 
7C^^*fM(C 3 5H 35 Cl 2 F 3 N 2 0 2 S • 1 C 6 H 8 0 7 • 1 H 2 0£LT) : 
$mm: C% 55.60 II % 5. 12 NX 3.16 
^$111 : C% 55. 42 H% 5.02 N% 3.12 
[0 2 5 5] 

W7)V*u*?-)V- l -^-7 Ki^D7-f HWJ:7l:lT 

a) 4 2 -:*"7 hxfg 

THF (5 0ml) *»C*J^*4 -^P^e- 2 -^7 hxgt, ^f^XXfJP ( 
Adcock, W: Wells. PR; Aust. J. Chera. ; 18, 1351-1364(1965^)) (2. 2 3 g) 
<Dffiifc£L i OH (/KftMfo) ( 0 . 3 9 g) &J;Z>'7.k (2 5ml) OMTMLfc 

. (5mi) &jjn*., sf?«j*2 5rT»BPaieit-ufc. mft'M&M®. 

TTliL ilJjn^/kTMHlU >*x^;px— -r;UTifei*U ^tt (10% H 
C l/K*&8£) fdU E tOAc^'DCM (1:2) Ofg^TMia'. Lfz. %L 

mvj&ntisk (Na 2 so 4 ) u »»**a»T-ci»*Lfc. ^y^^b 

ficoia^ie/tJ^vX^X-^^T^L, H(*:*^iat«fcO|5IiKL. '>S<7> 
^X^X-T^UfSfci^U «£tTT?tt«LTfeia* (1.6g, 7 6%) 
7*«7< hfe^@|^<hLTf#fCo MS EI, m/z=250(M); >H NMR(300 MHz, DMSO-d 
6 ) 6 13.44(bs, 1H). 8.68(s, 1H). 8.25(s, 1H), 8.23-8. 18 (m, 2H), 7.87-7. 
83(t, 1H), 7. 76-7. 71 (t, 1H). 
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[0 2 5 6] 

b) 4-^Ot-2-W7hXi, S-Xf;H7fJV 
4 _y ot _2-t7Mi (1. 3 4g) ^ctOTDCM (1 5ml) £ff 

WT£^«2 StilfeUTlfeW+itUJV (0.8 3 g) TfflLfc, 
ScDDMF^Jfl^., ig^^^/TO^U #(CDCM£K-£TT|&5&U*:. H 
^1M%£TO*&*£DCM (1 5ml) \Z®ML. (3K*S) U X*>^*— 
)V (0.8 5ml) ZmhQLfz. 10m TEA (1.6ml) £JD*., il^^2 

5"c*TMaufc. i6B^m^u^ msvoziox NaHC0 3 «-C 

«U DCMTWltBUfc. Mlil^£>£*£ (Na 2 SO„) L, ^>&U ««r^L- 

-9->4><Z>l 0% CH 2 C 1 2 ) CctO^ltM (1. 5 1 g, 9 6.2%) 
£:*7*<7-r hfeWtaffctLTti/c. MS EI, m/z = 294/296 (M) ; 1H NMR(300 MHz 
, CDC 1 3 ) 6 8.48(s, 1H), 8.30(s, 1H). 8. 28-8. 25 (d, 1H), 7. 99-7. 96 (d, 1H) 
7.75-7.70(1, 1H), 7. 64-7.59(1, 1H), 3. 18-3. 11 (q, 2H), 1.42-1.37(1, 3H) 

[0 2 5 7] 

c) 4-yn=E-2-^W7 bxj&, xf)l/XXrJl/ 
4-^Dt-2-ftt7hXil > S-Xf^XXf^ (1.49g) , 2,4 

-h*X (4-*h*>-:7xXi;l>) - l,3-yf7-2,4-y^7i^>-2 
,4-y7;P7^K (D-7>a^)(1.4 3g) *J«fcO«)K«6 WUX> (2 5ml) 
mtl>1^^2 OI^JMilrftU ttiflU yxfikx- ^;UT^?R 
Lfc. [NalIC0 3 *i&?&*5=fctf'K] U (N a 2 S 0 4 ) U 

-*>^<D1 0% CH 2 C 1 2 ) KcfcOffi^UT*.^ (1. 3 5 g) (8 5. 6%) 
£^fe<D0^<hLTtt<fc. MS El, m/z = 310/312(M); 'H NMR(300 MHz, CDC 1 3 ) 
a 8.47(s, 1H), 8.44(s, 1H), 8. 24-8. 22 (d, 1H), 7. 97-7. 95 (d, 1H), 7.71-7. 
67(1, 1H). 7.61-7.57(1, 1H), 3.46-3. 39(q, 2H). 1.48-1.43(1, 3H)„ 
[0 2 5 8] 

d) 1 - ^D€- 3 - h U / f ^t7^ l/> 
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Kuroboshi, M&cfctfHiyama, TcDChemistry Letters, 827-830 (1 992¥) \ZfEM 
(Dj5mz&-3^T. 4-^-2->*W7hXt, XfJUXf^ (0. 
I8g) fcJ;«DCM (4ml) ££WT3i?m£#£il (Ot:) U HF/tf 
<J->*> (7 0:3 0®fi%)(0. 6 ml) T'MUfeo $C#&. 1, 
5> 5-v?^^;Ut^*>h-<> (0.68g) £-j£(Cj!jnA£:o ^il^S: 2 5 
tSTMU 1.5l$P.mt#U ^DNaHC0 3 i3J;^NaHS037K« 
vX^;UX-T-;i/TJllll±lL/to yXfJH- ?;i/fttll±i^5:^ (Na 2 S 
0 4 ) I, 5®U ^&£3^TTl&£U7c. ^^Sr^D^h^^^^- C\ 
*+r» KcfcO^^LT^^ (0.08g. 50%) <&M<D^iLT#fc 
o MS EI, m/z = 274/276 (M); 'H NMR(300 MHz, CDC1 3 ) 6 8. 31-8. 28 (d, 1H), 8. 
13(s, 1H), 7. 96-7.93(s.d. 2H). 7.77-7.72(1, 1H), 7.68-7.63(1, 1H) ; 19 F N 
MR(282 MHz, CDC1 3 ) 6 -62.91 (s) . 
[0 2 5 9] 

e) 3- hU7Mo/f^- l-°)-7 Mi. ^f;H7r^ 

DMSO (10ml) ^itfMeOH (10ml) 1 -Zfu^E- 3 - h 

U7MO^W7^l/> (0.44g) , 1,3-t'X- (-^7i^W7 
^y) 7nn> (0.i3g) , (0.0 8g) *5J;OTEA (O 

.4 5ml) ^Wt-^^*-^b^l?SmT{C®^fCo i^7 0tt 
2 2 U^Pp^iJO^ftU, Jfr^lU MeOHTtUl. H^lbT5iiU MeO 

OAcl«t, (yjcfccfctfT^I' >T) »U ft« (Na 2 S0 4 ) U 3i® 

% D CM) i:i«iLt«H (0.24g)(58.6%) L 
T'#fc 0 MS EI, m/z=254(M); 'H NMR(300 MHz, CDC 1 3 ) <5 8. 99-8. 97(d, 1H), 
8.36(s, 1H), 8.32(s, 1H), 8. 00-9-7. 97 (d, 1H), 7.78-7. 72(1, 1H), 7.67-7.6 
3(t, 1H), 4.04(s, 3H); l9 F NMR(282 MHz, CDC1 3 ) 5 -60. 42(s). 
[0 2 6 0] 

f) 3-MJ7MO)<^-l-t7hXi 
THF (5ml) *fc*5tt*3-HJ7;U*n*9^-l-*7hxK» *^ 
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XXt-^ (0. 2 3 g) ommZL i OH (zkfnftHO. 0 44 g) *5J;tf* (1 
.5ml) <DmtGX9BMls1t* (0.5ml) &Jn;t, iB£4&& 2 5«CT3 

. 5m\\mwistz a m^^n^Tx-mmv, iian^rerau « (in h 

C\?mm) HI. DCMT«JfcBl<fc. i*tH«a£$fc«6 <&*Na 2 S0 4 ) U 5 
i§U »*SEt*a2T-CI»*U-r*J««l» (0. 2 1 g)(9 5. 8%) ttVfrV'tY 
■S©0#£L-OfSfc. MS EI, m/z = 240(M) ; 'H NMR(300 MHz, CDC1 3 ) 6 9.14-9 
. 12 (d. 1H), 8.58(s, 1H), 8.40(s. 1H), 8.05-8.02(1 IH). 7.83-7.78(1, 1H) 
7. 71-7. 66 (t. IH); 19 F NMR(376 MHz, CDC1 3 ) 6 -61. 53 (s) . 
[0 2 6 1 ] 

3 _ \.\)y)VirU^)V- 1 - t7Mi (0. 1 0 g) ^MDCM ( 

5mi) *#rr*»£««2 sti^v^TMWJ^ (o.oes g) 

[0 2 6 2] 

sfeSfc^J 5 9 

N- [2-(S)- (3, 4-v^DP7x— ;W -4- [4- [4-<R.S)- ( 

/^;PXJU7>f n;w) 7x-;H - l -tri'J ^;u] -N-*^- 

3-/7/- 1 -^"7^5 Hi&m 
OTMy^JTSy^^h^ffltTN- [2-(S)- (3,4->'^DP7i 

-;u) ] -4-^y^-N-^-3-y7y-i-t7^5H (0. 
150g) £4- (4-(R.S)-^5 i ;U^l'7-f-;U7x-;W ^Uv> ( 
0. 0 7 9 g) £EJfc3-H\ tttt«[C**^fc. MS m/z 632(M+) 8 'H NMR (DMSO-d 
6 ) .5 10.49(m. IH), 8.63 0a, IH). 8.10(m. IH), 7. 90-6. 50(m, 10H), 2.73(s, 
3H), 3. 77-1. 70 (m, 19H). 
[0 2 6 31 

%%m 6 o 

N- [(S)-2- (3,4-^OD7irJW -4- [4- [3-7;M"D- 
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)V- 3-is7S- 1 - 

mMTcMTz/fcmiz&misXw- C2-(s)- (3.4-^0071 

~)V) ] -4-^V^-N-^-3-^7;-l-t7^^ (0. 
2l3g) £4- (3-7;U^n-4-^^X^7-r^^^-^ ) fcf ^ U ^ 
> (0. 1 2 Og) fc£*S*, WW (0.2 7 6 g) {~«b7c. »L& 1 7 5 
-I80t. >H NMR(300 MHz, CDC1 3 ) 6 10. 76 On. 1H). 8.63(s, 1H), 8.25(m, 

!H), 7.9-6.9 01. 9H). 6.5(br.. 110. 4.5(br.. 1H). 2.82(2^<Z>fcT-*. 3H). 

2.5(20©kf-^, 3H). 2.4-1. 8(m. 6H) ; MS APCI. m/z=650(M+). 
[0 2 6 4] 

&BfcN- C(S)-2- (3-4-^D07i=JW -4- [4- [3-7 

-**;|,75>tt2l*m 6 eC»3«<OJ:5KLTfT3fc-3fc+m#4- (3-7 
WD-4-/^7i^) -N-Cbr-K^UfXOBWfc 
*J;lJ^«6cKSB*<0*5fcLTff35tofcCbJB-*OW« <XSh> 
HT, 4- (4-^h*y-2-^W7>f^7i^) t:^Uv>{CO 
1>T*M0J 2 a ~ h tCffiiK Lfc^lBKlfleo T4-7Dt-2-7MP7xy- 
;Hft»6«JI5Lfc. 'H NMR(300 MHz, CDC1 3 ) 6 8.8(1, J=10Hz, 1H), 7.3(m, 1H) 
, 6.97(1. 1H), 3.3(m. 2H>. 1.85 0.. 2B>. I.65d. 2H) ; MS APCI. m/z=242(M 
+ ). 

[0 2 6 5] 

6 1 

N _ [ (S )-2- (3.4-^nD7i=JM -4- [4- [4-***** 

y- i -^-7^5 H 

OttDCM (2ml) +fc:fett*N- [<S)-2- (3,4-y^07x- 
;w _ 4 _ [4 - [2-kKP*->7x=;W WW - 

N _^_ 3 _^ 7 y-l-t7^SF (lOOmg) (DiSLWrnm^ h'JX^ 
;UTS> (0.0 3 0ml) *5«fct«ftft/^ >X)V*-)V (0.0 16ml) Srftl^fc 
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ML, i?07h^77>f- (DCM+05~1 0% M e OH) tc £ K) mm. L 
(1 10mg) . 1HNMRC300 MHz, DMS0-d 6 ) 6 8.64(d. HO. 8. 10 On. 1H), 6. 
40-7. 90 On), 4.10(bs). 3.50(d, 3H). 2. 40-3. 45 (m), 2. 13 On). 1. 60-2. 00 On) ; 
MS APCI. m/z=664(M+). 

&KfcN- [(S)-2- (3 ( 4-y^DP7x-;H -4- [4- [2-t 

[0 2 6 6] 

mmW2 e l:Ei©Ml:^^T2 - ^>yM+yy a t^>t'> (2 4 2 
. 3 g) £ l -^>^;^+x^;j/ / -jf-;i / _4_ t f^i > | K> (2 1 4. 7 g) tR 
Jfc^it, ftUffiU A+t >4>© 10-30 %Sfl5 L J^f f t|, ^7 D7 h ^7 
7^-l;i011Lm 4-th*n*y-4- (2-^>yM+y 7 i^ 
) -N-Cbz-tf^'Jy/ (2 2 6. 7 5 g) IH NMR(300 MHz. CDC1 3 

) <5 7. 40-7. 21 On. 12H). 6.980a. 2H). 5.12(s, 4H), 4. 1 1 (br s. 3H). 3.35(b 
r s, 2H). 2.03(br s, 4H>. Z.<DWft<7)tm (2 3 5 g) ^^2 f fc8Eiffi<B 
^£t;fcTMJl^y7> (4 0 5ml) cfccfctfh >J 7Jl>*n&m (19 5ml 
) £KJ&£it£. ML, ^nvh^^- (^>t«10~2 5^i 

x^;w laoffliLti, awK>jx^^7>*§R« (5 o~6 or, 8 0 

0-9 0 0SIJMW izJiOmMLTA- (2-^>^^5y 7x x;U) -N 
-Cbz-^ijy> (1 7 9. 3 g) *»fc. X*/-;U ( 6 Oml) *K*3tt 

zztoton (4. o i g) wmzM-M (5 opso TT*mmiKD*mw7w 

A [/t-;UT>ttMO (2.2g) t~^WKl2 4WfnaSi:aLfc. Mftfc£3iEfC 
£ORfc£L, ZmZmffiL. Ti*h>-vmWLX4- (2-hh'P + y7i^ 
) -tf^'J->*> (0.7 5g) ZQHiWmtLTmfz. >H NMR(300 MHz. DMS0- 
d 6 ) 5 8.49(s. 1H). 7. 02 Cm. 2H), 6.82 (d, 1H). 6.720. 1H). 3.20(brd. 2H 
). 3. 02 On. 1H). 2.85(tt. 2H). 1.74 b. 4H). WPaKcWTS y^t*ff *M 
LTN- [2-(S)- (3,4-y^007xr;W ] 
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-^f^-3-y7/-l-t7^5H (0.2 1 3 g) £4- (2-fcKo* 
- ElVz?>£B.foZ-&TN- [(S)-2- (3,4-^007 

x-;u) -4- [4- [2-kHo+i/7x-jW -i-tr^u^-;u] 

] -N-^f;i/- 3 - i/7y- 1 - t7^S H^ifc, 

[0 2 6 7] 
«0J 6 2 

N— [2-(S)~ (3,4-yi?OD7i-;W -4- [4- [3-* h^~>- 

4-(r, s)-^fM^7^^7i-;n - 1 -tr^Uv 5 — ;w - 

N-^fJl^-3-y7y- 1-^-7^5 KttRtt 

««ptjB7cWT;U+;Wb*f***BfflLTN- [2-(S)~ (3,4-yi?DD7 
xn;W ] -4-^V7f^-N-/^-3-y7y-l-t7^5H (0 
. 128g) £4- (3 h*x- 4-(R, S)-^f M^7^r;i.7x^;i/ 
) tf^'Jv?> (0. 0 8 Og) t!x.mZ-&. m.mmz&&Vrc. MS m/z 662 (M+) 
. 1H NMR(DMSO-d 6 ) 6 10.30(m. 1H). 8.63(m, 1H), 8. 10 On, 1H), 7.90-6.85(m 
, 10H). 3. 86 (s. 3H), 3.35(s, 3H), 2.68(s, 3H), 3.77-1. 78 (m, 16H). 

(3-* h*^-4-(R, S)- (^f;^;|/7>f-;i'7i-;W 

[0 2 6 8] 

4-7P ; 6-2-/h + y7i/-Jk 2-/h + y7i/-^ (129. 

0 3g) «2i:$EoT3-/ h + y7i/-;^t>0lCffflbfc) £11 

1 (1 6 7.9 4 g) M«J:OilbTl 6 1.7 8 g®*Ji 

'H NMR(CDC1 3 ) 5 7. 10-6. 90(m, 2H). 6.78(d, 1H), 5.66(s. 1H), 3 
-84(s, 3H). 4-7D : E-2-/h + -/- (N, N - ~J * ^^^tUW^-i )V 
) 7x;-^ : 4-7Dt-2-/ h + v7xy-;i/ (2 0. 4 5 g) &N.N- 
y^f^^^\ ,; &<;P7D7^h' (15.7Ss) iSfS^ti:, MeOH^ 
SfffellLT 18.28 g©4iS«Stlfc. MS m/z 290 01+) . 'H NMR(CDC1 3 ) <5 
7. 18-7. 09 On. 2H), 6. 90(d, 1H), 3.82(s, 3H), 3.45(s, 3H), 3.35(s, 3H)„ 



( 125 ) 



4#S2002-520316 



5-^-2- (N.N-S>*3 t ;^:**;i'/* : E-OW' h + : 

(18-2 8g) tfMEffiJEJfcSfrfcH. Me0H*6B^ltT13.8 1gO4 
^^#fCo MS m/z 290 (M+). >H NMR(CDC1 3 ) 6 7.31 (d, IH), 7. 19-7. 05 (n, 
2H), 3.87(s, 3H), 3. 12(br s, 3H), 3.01 (br s. 3H). 5-7*0^-2- 

* h*->^>-fc*> : 5-7ot-2- (N,N-v*^;U^*77;W\^E 

-ow -^h^^^>-t*> (i3.8ig) £«#fi?u ^^;WbbTio.7 

1 gOM«*jlfc. 'H NMR(CDC1 3 ) 5 7.09(dd, 1H), 6.99(d, 1H), 6.95(d, 
1H), 3.89 (s, 3H), 2.41 (s. 3H)„ 1 *?)\,ttifft)Vft—)V- 4 - b h* D 
+ ^_ 4 _ (3-^ h + >/-4-/f;^7x-JW fcf^U> f > : 

-2- *h*i"<>>V> (5.49g) ftl— ^>s?;p*+^* 

M^-4-^'Jh'> (5.7 2g) £D-7h^7-f- (1 

: KDEtOAc td«t 5 0 g©»tt«ft#ft. MS m/ 

z 410 (M+Na). 'H NMR(CDC1 3 ) 5 7.43-7.30(m, 5H), 7. 21-6. 92 On, 3H), 5.16( 
s. 2H), 4.30-4.10(m, 2H), 3.90(s. 3H), 3. 3 1-3. 20 (m, 2H), 2.44(s, 3H), 2. 
13-1. 60(m, 4H). 1 -*> s J)Vtt : silfr-$-)V- 4 - (3-*h4^-4-;< 
f;^t7i-JW ^'Jy>: l - ^>->Wy*M^- 4 - 1 Fo+ 
^-4- (3_^^_4-^ft7x^W tr^'J> f > (4.50g) 
£il7cLT^OT h^7^- (2 0: 1©DCM: EtOAc) \Z£K>mMV 
T3. 2 2 g©illltM(j*f&fc. »H NMRCCDCI3) 5 7. 43-7. 30 (m, 5H), 7.13(d, 1H 
), 6.79(dd, 1H), 6.67(d, IH). 5. 16(s, 2H), 4. 35-4. 20(m, 2H), 3.88(s, 3H) 
. 2.96-2. 72(m, 2H), 2.62(11, IH), 2.42(s, 3H), 1. 91-1. 50 On. 4H). 1 
>V)V**cz/*)Vi$-)V-4- (3-* h + ^-4-(R, S) - *?-)V7.)V7 -Y 
=.)17 3.~)V) tf^'Jv> : 4 OralWl : 1 WTH F : H 2 OlCi«ffl¥U£N a I 
O,, (2.06g) ©TOiCl - ^^v^^^*^-^ -4- (3-*h 
^S,-4-/.5-)Vtt7x.~)V) \£1V5?> (1.23g) £}Jl!;t7Co 
•&MT-1 8mfflm&l<. 6 0ml©zMC&2f, D CM (3X4 Oral) T?i*aJUfc. 
W««lHJ4&£-&-U Na 2 S0 4 lT^b, *&38S-8\ ^D7hy77^- ( 

2 0 : IODCM : E t OAc) laOKLTO. 9 4 gOift«*»*f§fc. 'H 
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NMR(CDC1 3 ) <5 7.74 (d, 1H), 7.47-7. 30 (m. 5H), 7.02(dd, 1H), 6.73(d. 1H), 
5.16(s, 2H), 4.35-4.20(m, 2H), 3.88(s, 3H), 2. 98-2. 78(m, 2H), 2.76(s, 3H 
), 2.73(tl, 1H), 1.95-1.55(m, 4H). 4- ( 3 - * zs- 4 - (R, S) - 

)V7.)i7 4 -)V? j^-)V) tf^'jv>: i -^>v;M-+x#;i'#~;i'-4- ( 

h^^-4-(R, S)-^fJU;V7^-^7i-il/) tf*'Jv> (0.9 
4 g) £JU7k#fi¥U i7P7hy77^- (10: lODCM : Me OH w/ 
0.5% NH 3 7Kj^ffi) HiOaibTO. 5 2 g <oefeH#*#fc. MS m/z 254 
(M+H). 1H NMR(CDClj) 5 7.73(d, IH). 7.05(dd, 1H). 6.79(d, IH), 3.88(s, 
3H). 3. 35-3. 20 On, 2H). 2. 90-2. 60 (m, 3H), 2.77(s, 3H). 1.95-1. 61 (m, 4H) 

o 

[0 2 6 9] 

nmm 6 3 

N— [(S)-2- (3,4-y^DD7i-;W -4- [4- [2- 
veaUy-^7i^] ] - 1 -kf^'J^-JU] 7?-)V\ -N 3 - 

«#J2 0 c{c|B«icrojS7Cfi*)75y-ft^&^fflLT4- ( 2 -**V 'J 
y-^7i^) t?^Uv>£N- [2-(S)~ (3,4-yi7DD7i-JW 
] -4-W7fJI/-N-^fJH3-y7y- 1 -i-7?$ h'tKJ&^it, 
±nm^^^.>mmz^V, B^n^^XM^tz. MS: m/z = 653 (M+H) 
. 'I! N.MR(DMS0-d 6> HiR L^p&) 6 8. 6(m, IH), 8. 1 (m. IH), 7. 90-6. 80 (m, 
11H). 2.50(s. 3H. CO-N-CHg). 
yc^>Wi(C 38 H 38 N 4 0 2 Cl 2 • 2.8 H 2 0 • I.O^X/lgiLT) : 
C% 58.97 H% 5.80 N% 6.25 
: C% 58.89 H% 5.50 N% 6. 16 
[0 2 7 0] 

&S«C4- (2-t+Vt;o l Jy-Jl/7i-;W tf^U^te^cfc^KLT 

a) ^^;U3- [N — (2- {1- [t-7'?-)V**i'ti)VX~M - 4 - 1? 
^iJyjH 7iXJW *;UA*^E'f ;H 7°D/VX- h 
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Z-t>)V#* h*is-?U}d*~)V>7U7l H (0.12 0 g) ^DCM (1 0m 
1) ^ClWSt-^M- (2-75^x^) ^U->*>*;M^U 

(o.2iig) mmm2 1) ^huxf;v75> (o. o s i g) w 

L&. #*ffi*tt«U (0. 3 1 0 g) *«ft©«l** 

fcLT»fc. MS: m/z=291 (M-Boc). 'H NMR(CDC1 3 ) 5 7.53(m. IH). 7.19(m, 
3H). 4.25(br, 1H, NH), 3.72(s, 3H), 2.82-2.64(m. 6H), 1. 78-1. 39 (m. 7H), 

1. 54 (s, 9H). 

[0 2 7 1] 

b) *?j),4- c (2 - {l - [t-^;u=r*^*^#=-^ 

f ^ t H077>+K*^5>0*ffi (1M. 3ml) ^^Ttf^7 
tHD77> (12ml) \zmm^fc^)V3- [N- (2- tl- [ t 

h (o.2 9 8 g) ^jjn^fc. n&wz2mmmmmis, aais-c?fr3?u i 

N HC1 ? K^ (5ml) ftftl*., 5»IWWt-Ufc. 

U «ffl*e?a"7h^7-f- (4 : l 0^*tf> : #»x*;W 

£J:Ott«UT&JBffl:#* (0. 1 1 Og) SJ«ft«>«l««lfcUT#*:. MS: m/z 
= 277 (M-Boc). 'HNMR(CDC1 3 ) 6 7.11(m, 3H), 6.72(m, 2H), 4.27(br, IH, N 
H), 3.69(8. 3H, OCH,). 3.20(m, 2H). 2.83(m, 2H) ( 2.46(m. 3H), 2.05(m. 2H 
), 1.84 On. 3H). 1.69 On. 211). 1.54(s, 9H)« 
[0 2 7 2] 

c) 4- [ (2 - (1- [t-7 : ?)V**5'*»*-M -4-tr^'Jv^H 
7i-iW 7 5/] >^>lt 

lN*ttfl2*HJtfA*«* (0.5ml) -)V (0.5ml) fc-r h 

5t Fo77> (3ml) ^K&ttS^lM- [ (2- (1- [t-^JM-* 
>/#;U#x;U] -4-tf^'J^U} 7i-W 75/] y^/x- h (0. l 1 

og) (ommizmz.* ffl^«*3"#mswufc. sm^sin hci?^ 



( 128 ) 



45=^2002-520316 



araHRu DCMtsmmufc. #*J*tB»*tt*u m^^xMmit^m ( 

0. 1 0 0 g) £M-&<DM4Kt>£LT#£. MS: m/z=363 (M+H). 
[0 2 7 3] 

d) 1- (2- (4-tf^'J : J)V) 7xz;W tfal)^>- 2 
i?4y7o\£)\,X.*)VTS.> (0.0 6 5 g) > l-hh*D*W/HJ7 

(o.o4 0g) *5«kiitN- (3-^^^JU7syyoi;;w -n' -x 

?;U*^#5?-f 5 KttOttlfC (0.0 9 6 g) 5DCM (6ml) t©4- [ (2- 

{ i - [t-^^*+->*;^^u] -4-tf^u> f ;H 7x-W 75 y] 
^^>flfeiai»* (o. i o o g) Kjjnx.. r t ^#5*-%m^b7c. EOT^ft* 

IN HC 1 zK#»nM&3iU DCMT-JtilfctiU/t. W«JfitH < »* 1 E*&^ 
VX&mittito (0. 1 0 Og) Sffifi0«rffc*fcLT»fc. MS: m/z=367 (M+Na 
), 245 (M-Boc). C04fc«*M«2 ldCettOftftJwfleoTHCl TN-lft 
gftTl- (2- 7i-W ^□'Jv>-2-t>S^i 

MS: m/z=245 (M+H). 
[0 2 7 4] 

6 4 

N _ [ (s) _2- (3,4->^DD7i^) -4- [4- [2- (N-** 
y-N,N-y/W5/) 7xr;b] 72^] -N- 

^««|2 0ctClE*<O»7cWT5y<k*fl 1 *«/flUT4- (2- (N-**7 
-N,N-y^W5/) 7i^tX'Jy>^N- [2-(S>- (3,4-v 
i, D o7i-JW 3 -4-^V7f^-N-/f^-3-y7y-l-t7^ 
SRI^t, il£***^X>«tflK:**b. eeo»*tLTP3>Rlxfc. MS 
: m/z=629 (M+H). 'H NMR(DMS0-d 6 , aRLfc*«) 5 8. 6 (in. 1H). 8. 1 On, 1H 
), 7.90-6. 80(01, 11H), 3.83(s, 6H. Ar-N(0)CH 3 ), 2.50(s, 3H, C0-N-CH 3 ). 
[0 2 7 5] 

&Kfc4- (2- (N-W-N.N-y^W^/) 7x-iW tT^'J 
a) 4- [2- (N-t+V-N.N-^WSy) 7i-^] tf^Uv 
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D CM (2ml) ^3-i7OOW*y^M(0.l2 5g) £DCM 
(10ml) *0t-**»4- [2-N,N-f^7S/7i^] fc^'J 
5»*»#*5/U-h (0.2 2 0 g) fcft]*., lPtfffllSttl/fc. EJ&ffi£«* 

m*MM\** i«mt-m4- C2- <n-**v-n.n-s?^ 

; k75 /) 7x-JU] If^U^^^^S/U-h (0.2 0 6 g) 
#0#£LT1#fc. MS: m/z=321 (M+H). 2 1 d KKtt«)*fr 

CaoTHCl"CN-K««l,T4- [2- <N-**V-N.N-5>**;i'7 

[0 2 7 6] 
6 5 

N _ [(s) _ 2 - (3,4-yi7DD7x-W -4- [4- [2-*h*->* 

«75/7x-iV) tT^'Jv>£N- [2-(S)~ (3,4-^DD7i 
=JW ] -4-W7-^-N-^^-3-x7;-l-t7^5Kt^ 
S-fr, X>»tttK:jfcfcU aft©t&*iUTI§l«Ufc. MS: m/z = 643 

(M+H). >H NMR(DMS0-d 6 , 6 8-91 Cm, 1H), 8.64(m, 1H). 8. 12( 

n. 1H), 7. 90-6. 80 On, 10H). 6.30(br, 1H, WO. 3.77(s. 3H. 0CH 3 ), 2.50(s. 
3H, CO-N-CH3). 

[0 2 7 7] 

/fMPDWM-h (0.0 6 5 g) £DCM (4ml) 4>£*3tt* t -"7* 

(2 -T57 7i-W tf^'J y>*;P#*^V'— ^ (0.17 2g) 
(^2 1) *j«fc^h«JX5 1 ;U7 5>©»ttKlOA» — HfeHBfcU JfcfclN 
HC1*»«W:. l^ttt-7^4- (2-* 



( 130 ) 



W3c2O02-520316 



^^=A75/7x^) ^)V>*)VX*is\s-V <0.2 0 7 g 
) t»tt*tLT#fc. MS: m/z = 235 (M-Boc). 'H NMR(CDC1 3 ) 6 7.21 (m, 4H) 
, 6.30(br, IH. NH), 4.24(m. 2H), 3.72(s, 3H, 0CH 3 ), 2.77(m. 3H), 1.67(m. 
4H), 1.49(s. 9H). ^«^»l2 1d(D¥»XHCn?N-K 

[0 2 7 8] 

6 6 

N- [(S)-2- (3,4-y^DD7i^) -4- [4- [2- h*^ 

*JW«2 0cCl|E«<oa5£Mr5yfl2*ff*tt«bT4- (2- h*'>~ 
1,2-mVlWS/) 7xriW ^Uv>^N- [2-(S)~ (3, 
4-y^OD7x^) ] -4-W7^-N-^"3->7/- 1 " 
+ 7?*\zt&fc1*^ ±*ft*^X>BWftK««L, afe<D»*£L"riil<Kl/ 
fc. MS: m/z = 671 (M+H). >H NMR(DMS0-d 6 , M^l^^) <5 8.62<m, 1H), 8. 
10(m, 1H), 7.90-6.80(m, 11H), 6.45(br, 1H, NH), 3.84(s, 3H, 0CH 3 ), 2.50( 
s. 3H, C0-N-CH 3 ) o 
[0 2 7 9] 

(2- Uh + /-1.2-yWXW5;) K 

^4- (2-7sy7x^) -t^u->->*;i^r^--h£ owwn 
oiM^-KottfcOic) ^^;Hfe^^'J;^^$-frTt-y^4- ( 

2 - Uh^-l,2-mVXW5/) 7x=JM tf^Uv>^c 
. MS: m/z=362 (M+H). 'H NMR(CDCl 3 ) a 7.83<m, 1H>. 7.21(m, 3H). 6.30(br 
, IH, NH), 4.24(m. 2H), 3.72(s, 3H, 0CH 3 ) ,. 2. 77 (m. 3H), 1.67(m, 4H), 1.5 
l<$. 9H>. EOW*jaW2 1 dCBtOMK^THC l-CN-WWb 

T4- (2- uh*->-i.2->wxws;) 7x=;W tf^U^ 
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[0 2 8 0] 

mmm 6 ? 

N _ [(S )_2- (3, 4-v^OP!7x-;P) -4- [4- [2- (N.N-v 5 

^wjwww^"» 7xn;n -i-K"<'J5>=;W -n- 

t^))/- 3 J- 1 -±y*$ Ki7X>(t^ 

*«S«2 0cKlC«oa7EW75yfl:*fl s *ffifflUT4- [2- (N,N-v 
trfrlDVrt^-OVth**/) 7x^] t^'Jv>£N- [2-(S)~ (3, 
4-yi7DD7i-JW ] -4-t*V^-N-^^l'-3-y7y-l- 

7c. MS: m/z = 671 (M+H). 'H NMR(DMS0-d 6 , M^LAc^'ll) <5 8.62(m, 1H). 8. 
10(m. 1H), 7.90-6.80(m, 11H), 4.83(s. 2H), 4.l0(m, 1H), 2.50(s, 3H, CO-N 

-CH3) o 

[0 2 8 1] 

u ~>* > \xk (d =fc ? k UT$Si£ l fco 

a) ^>v*;P 4- [2- h + '>*;U^-^^ tf^'J 

^jg^'J^A (0.3 0 0 g) ^^^^OtTtf-h (0.3 0 0 g) 
£T-feb> (15ral) 1 -'<>i?)V**z/X)l'#—)\'- 4 - (2-t 

HD+y7x-JW f^'Ji/> (0.54 4 g) WrSffMn*.. fh*^^^ 4 8 t^F 

(3 : 1©^>:»^W lcJ;0M^LT^>v^4- [2- (* h* 
*s-h)\,ifs-)\,* 7x-;H tf^'J^>*^A*^-l- (0.8 2 5 g) £ 

Kfe»n]l^i:LT#fe. MS: m/z = 384 (Mill). 'H NMR(CDC1 3 ) (5 7.62-6.70(m 
, 9H, Ar-H) , 5.22(s, 2H, Ph-CH 2 ). 4.70(s, 2H, 0-CH r C0), 3.79(s. 3H, OCH 
3 ), 3.25(m, IH). 2.93(m, 3H), 1.89 (in, 2H), 1. 62 (m. 3H). 
[0 2 8 2] 

b) ^>->*;U4- [2- (tFo^yMfc^h + y) 7i^] tT^'J 
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;W\**-b (0.8 2 5 g) ^fh7tKD77> (10ml) , (3m 

i) t5£zfiN7m4tJ-h<)o&7mm ciomi) <o^i=rwc?$a?u 901m 

OT^IN HC l7KMTfi£1±KU yXfil/X-rJK'i 
HJUfc. *MMBtttftU ««3tfT»Wfc*«Jl (0.4 6 2 g) **fi©ilMfc 
fttUtflfc. iHNMR(CDCl 3 ) 6 7.62-6. 70(m, 9H, Ar-H), 5.22(s, 2H, Ph-CH 
4.70(s. 2H, 0-CH 2 -C0), 3.2S0>. HO, 2.930b. 3H). l-89(m. 2H). 1.62 (in 
, 3H). 

[0 2 8 3] 

c) ^>->*;U4- [2- (N.N-v^^J^^A*^^^ h*-» -7x-;U 

ififl:*^U;K0 2M»tt (1.2 5ml) *J;«iODMFl;0t1rDC 
M (2 0ml) *<D1>i?)V4- [2- (t Hn*^#^^H*'» ^x- 
;H t^'Jy>*M/-h (0.4 6 2 g) fcflllAfc. «-&**«H»**T? 
MU SPSWaWfLfc. S^ii^S^'t, ?»DCM (2 0mt) »CPf 
fh7kFD77>^Hi5Wy7W5>©lM^ (10ml) 

lWrnaiftttLfc. Rtf*fc««iN Hci*m a#«*-HJtfA 

ft* (0. 4 3 3 g) 41fi©«aTflfc. MS: m/z = 397 (M+H)« >H NMR( 
CDC 1 3 ) a 7.62-6. 70 (m. 9H. Ar-H), 5. 22 (s. 2H, Ph-CH Z ), 4.70(s. 2H. 0-CH, 
-CO), 3.25(111, 1H), 3.10(s, 3H, N-CH 3 ), 3.03(s. 3H. N-CH 3 ), 2.94(m, 3H), 
1.89(m, 2H). 1.62d. 3H)» 
[0 2 8 4] 

d ) 4- [2- W,K-V*?)Vl3)Vrt^ )V*h*zs) 7x-;W fc^U 

^>v*;u4 - [2- (N.N-S^^^W^^* h*:>) "7x-^ 
tT^'Jv^^^N'^-h (0.4 2 5 g) ©X*y-JM2 0ml> 1 ^ffi 

WT»*±0 5X/^i")i»«nl (0.2 0 0 g) 0#fiE-Ft?3B#Pl7X*<t 
LTN-JftMU i&mtt&m (0.2 7 5 g) SSSfeOffl«*tUT»fc. MS 
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m/z=263 (M+H)» 'H NMR(CDC1 3 ) 6 7.25-6. 70 On, 4H, Ar-H), 4.70(s, 2H. 0- 
CH 2 -C0). 3.25(m. 1H), 3. 10 (s, 3H. jN-CH 3 ), 3.03(s, 3H, N-CH 3 ), 2.94(m. 3H 
), 1.89 On. 2H). 1. 62 0b. 3H). 
[0 2 8 5] 

num 6 8 

N- [(S)-2- (3, 4-vi70D7x-;i^) -4- [4- [2 - *?-)V7>)V 

7^-;^f;i/7i-;U - 1 - tr^u y^-M -n-/^;u-3--> 

77-1 -j-y?^ F£x>(*M 

3 0%Mm<tfc%*&M (0.0 15g) ZWffi. (2ml) -ftC&HSN- C(S 

)-2- (3,4-y^Da7i-;i/) -4- [4- [2 -^^f*^^7i 
-;H - 1 -tf^'J -N-/f^-3-y7/-l-t7^5 
H (0.0 7 0 g) (D^^iPx. jg^&*3 0#rHlJ«#Lfc. B*BS«r&$£3ii- 

.0 7 8 g) €r^feW*i:LTt#feo MS: m/z=646 (M+H). >H NMR(CDC1 3 . M 
IRVfr&m) 8 8. 21 On. 1H). 7. 90 On. 1H), 7. 95-7. 00 (in. 11H), 4. 30 On. 1H. 
Ar-CH 2 -S). 3. 96 On. 1H. Ar-CH r S), 3.22(s, 3H, S-CH 3 ). 2.51(s, 3H, N-CH 3 ) 

o 

[0 2 8 6] 

h 

fh7tHP77/t01M^7/i§« (6ml) ftOWh?kHD75> 
(2 0ml) cM:mt-7*f;M- (2-tHO+y*M^7x^) tf 
v>^;u/\*^-H (o.9i5s) t 

4 _ (2 -^h+y^M^7i-^) tf^u->*> [^M«»i2o] ^sskbu 

^/^7-W«t^iN hc l ifcic^x^ux— -f ;UT 
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«mjb&. *r««*«*u mm^rmmit^m (o.ooeg) zm&o® 

ttftfcl/Tffft. MS: m/z=192 (M-Boc), >H NMR(CDC1 3 ) (5 7.28(m, 4H, Ar-H) 
. 4.75(d. 2H, Ar-CH 2 -0), 3. 05 (in, 1H), 2.83(m, 3H), 1.70(m, 5H), 1.49(s, 
9H) 0 

[0 2 8 7] 

^t^007tb> (2. 6 1 g) £Ml/X> (2 5ml) ^C^ttS MJ 7 
!-M^7^ (0.8 3 0 g) fc=fc^t-^U4- 
^ 7lZ ^) tT^ij h (0.8 3 8 g) ©jSStCJPAfc. Slfcig 

ffixfjw c«fco»«UT3!an^-&« (o. 8 e 7 g) &m&aito&to 

tUXffc. MS: m/z = 2l0 (M+H). 'H NMR(CDC1 3 ) 6 7.28(m, 4H, Ar-H). 4.75 
(s, 2H, Ar-CH r Cl), 3. 05 (m. 1H), 2.83(m, 3H), 1.70(m, 5H), 1.49(s. 9H). 
[0 2 8 8] 

c) 4- (2-/fi^^^7x-JW tf^'Jv f > 
^-h'J^A-? 1 ^-^ h*->h* (0.2 2 0 g) . fh5-n-^W>^-^ 
H (0.10 0 g) *S«fctf t -f^)VA- i2-*UU*W7x.-)V 
) K*U5»*;W<*-h (0.8 6 7 g) fcg&T* T-feh> (2 0ml) 

t-7^;M- (2-/fm/f^7i-W idiyvytiWt-h (o 

.47 1 g) SilfiOi^iiLtft. MS: m/z = 222 (M-Boc). »H NMR(CDC1 3 ) 
6 7.18(1. 4H. Ar-H) , 3.68(s, 2H. Ar-CH r S>, 3.04(m, 1H) . 2.80(m, 3H). 
2.04(s, 3H. S-CHj). 1.70(m. 5H). I.49(s. 9H), iO*»t**W 2 1 d fc«B 
fcOfcttfcftoTHC lT?N-Blfti«LT4- (2-^fJPf*/^7x=* 
) t?^Dv>£#fc. 1H NMR(CDC1 3 ) 6 7.30(m, 4H. Ar-H), 3.77(s, 2H). 3.6 
3(m, 2H), 3.10(1. 3H). 2. 25 (in. 2H), 2.04(s, 3H. S-CH 3 ). l-95(m. 2H). 
[0 2 8 9] 
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d) N- [(S)-2- (3,4-^OD7i-;W -4- [4- [2-*7 

)V7^-)l) t:^u^>£N- [2-(S)~ (3,4-^DD7ir;W ] - 

fe«i:j;0|IU ««-r*Cttt<«fflL«:. MS: m/z=630 (M+H) . 
[0 2 9 0] 

nmm 6 9 

N- [(S)-2- (3,4-y/7DD7x2JW -4- [4- [(S)-2-*^ 

* -)v? 3L-M - l -e^'j->*-;H -n-x^;u-3-v 

W7'>;Wkftfttttffl LT 3 - 2^7 / - 1 Nxi (0. 1 1 8 g) * 

&mm\zmkL. N- [(S)-2- (3,4->*^PD7i^) -4- [4 

- [(S)-2-^f^7v^7^z;|/7i-,iW - l - tf^'j - 
N-X5F;U7S> (0.3 3 6 g) (75 h*M7Cn&»T5 >7^;WfcfC*J^Tttt 

S)-2- (3,4-yi7DD7ir;i,) -4- [4- [ (S) - 2 - 

•KLfe7jfi(Cfi£^TMUfc) «/£ 1 I5~118t (#$0 ; 
'H NMR(300 MHz. DMS0-d 6 ) 6 8.65(d), 8.10(m). 7. 95-7. 15 (m), 6.50(b), 3.6 

0(s). 3.25-2.95(m), 2. 95-2. 40 (m), 2.40-1. 70 (m). 1.35(m), 0. 9 (m) ; MS APCI 
, m/z=646(M'). 

[0 2 9 1 ] 
7 0 

(i) CTl ag/teM 
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it&wx. 10 0.0 

5*h-X 77.5 

# fc* F > 1 5 • 0 

^□XiJi^a-^tb'J^A 12.0 

msM-fe;ua-x 9 2.5 

3 0 0.0 

(ii) &'aJ2 mg/feffiJ 
ftll^X 2 0.0 

4 10.0 

thU^AX^-f^Ualz-h 15.0 
X5=-TU>^^^^A 5. 0 

5 0 0.0 

(hi) -h -f^)vn\ jm/3r£ZJk 

3 9 2.9 

F 'J A L_2_ 

4 0 0.0 

(iv) fty-fc;uaJ2 oigZ^fcik 
^i^x 2 9.6 

7^F-X 331.4 

3 6 2.0 

(v) BMMl (lmg/nO " 1 ^ inl 

ftfrftx mmmm 1 • 0 

r.^ttU>m^-FUC7A 12.0 
U F U A 0 • 7 

ttHb^FU^A 4 - 5 
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« 


( n u^.7 o — 7 5 t till IT'S) 










mg/ml 




10.0 


— figure U xfKv h'Jvz^ 


0. 3 


*ttu ***** 1 X. V F**- ' * ■* 


1. 1 


i i -r 1 ✓ V i J — Jl/4 0 0 


2 0 0.0 




mm 


(pH^7.0~7.5 (caWSKT 2>) 








(vii) X7VJUfr) 






1 g 


5%X^y-^<£^OHFA 2 2 7 £fcteHFA 13 4A 



ffl (vii) ^TO^Htm^S2S®t^^^/Hi-SCl<t^T#^. 
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C^Contlnu.tion) DOCUMENTS CONSIDERED TO BE RELEVANT 



GWlooold 



EM0WDS-ALT X ET AL: "PHARMACOLOGICAL 
PROFILE AND CHEMICAL SYNTHESIS OF SR 
48968, A NON -PEPTIDE ANTAGONIST OF THE 
NEUROKININ A (NK2) RECEPTOR" 
BI00RGANIC & MEDICINAL CHEMISTRY LETTERS, 
vol. 3, no. 5, 

1 January 1993 (1993-01-01). pages 
925-930, XP002068450 

ISSN: 0960-894X 
compound 13 

EP 0 515 240 A (SANOFI ELF) 
25 Novenber 1992 (1992-11-25) 
page 23; claim 1 

EP 0 428 434 A (SANOFI SA) 
22 May 1991 (1991-05-22) 
claim 1; table I 

EP 0 474 561 A (SANOFI SA) 
1L March 1992 (1992-03-U) 
claim 1; examples 6,29,30 



1,16 



1,16 
1,16 
1,16 
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7 his international Search Report h»« not boon oeiabfehea in respect of certain doimj ->dw Article 17(2)(o> tar tha following »WOfl5: 
1 bccowsl'ttwy relate to sublet matter not required to bo *oarched by MS Autnomy, namey: 

Remark: Although claim 16 , , , . - 

1s directed to a method of treatment of the human/ animal 
body, the search has been carried out and based on the alleged 
effects of the compound. 

Z ' t— I Scawi 1 tf^y relate to parts of the interna Ion a) Apoilcaiiori that 00 not compV wrth tie described requiremerts to such 
an extent that no meaningful International Search can be canted cut, spocificaly. 



I I SSuse^SSy are oeoenderrt claims and a to not drafted in accordance whh the aocood and third «n Jonooe of Rule 6.4(a). 



Box II Observation* where unity of Invention to lacking (Continuation ol a em 2 o< first snoot) 



This International Searching Authority found mu*p4e inventions in ttta Intemotionol applcaton, a* loltowa: 



□ As aJrf required additional search leee were tim©V peid by the appfcant, thia International Search Report covets al 
ssarcnabia claims. 



2 As all sfi arena bto darns could be soa/chod without ©Hon jualiying an *ddfton»i too. this Authority dd not invito payment 

of any oddrtonei fee. 



3 I | As only some of the required additional search foes wore timofy paid by tho apphcant, tMs tmemattonal Seaich Report 
I — I coven only those daims for which fees were paid spaeHlcaPy oUVns No*: 



I I no required addrtonaJ search foes were timely paid by the applcant CcnBOQuom^, thi, international Search Report u 
1 1 restricted to UiO Invention Hrct mentioned in the claim*; it is covered by claims Nca« 



RarnarK on Proust Q The addtionei search fees won, accompanied by the applcanfe protest. 

| | No proteot Mxofrportod the payment of additional search tees. 
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Patent document 




Publication 




Rfttvit fsffliy 


Pubicaiion 
dole 










members) 


EP 0559538 


A 


08-09-1993 


FR 


2688218 A 


10-09-1993 




FR 


2688219 A 


10-09-1993 






CA 


2090785 A 


04-09-1993 






HO 


9318002 A 


16-09-1993 






HU 


70167 A 


28-09-1995 






JP 


6507425 T 


25-08-1994 






MX 


9301158 A 


01-09-1993 






US 


5674881 A 


07-10-1997 






us 


5773620 A 


30-06-1998 


EP 0630887 


A 


28-12-1994 


AT 


182583 T 


15-08-1999 




AU 


673063 B 


24-10-1996 






AU 


6320394 A 


15-12-1994 






CA 


2124048 A 


25-11-1994 






CN 


1098094 A 


01-02-1995 






DE 


69419667 D 


02-09-1999 






FI 


942381 A 


25-11-1994 






HU 


70445 A 


30-10-1995 






IL 


109734 ft 


24-09-1998 






IL 


120895 A 


24-09-1998 






OP 


6340625 A 


13-12-1994 






NO 


941906 A 


25-11-1994 






NZ 


260566 A 


26-07-1996 






US 


5654299 A 


05-08-1997 


~ 

EP 0515240 


A 


25-11-199Z 


FR 


2676054 A 


06-11-1992 




AT 


158574 T 


15-10-1997 






AU 


657321 B 


09-03-1995 






AU 


1591892 A 


05-11-1992 






CA 


2067924 A 


04-11-1992 






CS 


9201328 A 


18-11-1992 






ut 




30-10-1997 






OE 


69222352 X 


09-04-1998 






D1C 


515240 T 


11-05-1998 






ES 


2109987 T 


01-02-1998 






FI 


921950 A 


04-11-1992 






6R 


3025277 T 


27-02-1998 






HU 


65273 A,B 


02-05-1994 






IL 


101762 A 


16-10-1996 






JP 


5140103 A 


08-06-1993 






HX 


9202026 A 


01-11-1992 






NO 


178572 B 


15-01-1996 






NZ 


242584 A 


27-04-1995 






RU 


2089547 C 


10-09-1997 






US 


5606055 A 


25-02-1997 






US 


5411971 A 


02-05- L995 


EP 0428434 


A 


22-05-1991 


FR 


2654100 A 


10-05-1991 




FR 


2663329 A 


20-12-1991 






AU 


668018 B 


18-04-1996 






AU 


5924594 A 


02-06-1994 






AU 


649973 B 


09-06-1994 






AU 


6583890 A 


23-05-1991 






CA 


2029275 A 


07-05-1991 






FI 


97540 B 


30-09-1996 






FI 


952956 A 


15-06-1995 






FI 


952957 A 


15-06-1995 






FI 


980227 A 


02-02-1998 
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PCT/GB 99/02178 



Pawr< document 

diad in search report 



Publication 



Patent family 
members) 



PwbScabon 



EP 0428434 



EP 0474561 



11-03-1992 



IL 


96241 A 


i 1 _ni— i QQfi 

«J 1 UJ 


IL 


111292 A 


31-03-1996 


JP 


3206086 A 


09-09-1991 


LV 


10713 A 


20-06-1995 




10713 B 


20-10-1995 


fix 


9203638 A 


01-09-1992 


NO 


177299 B 


15-05-1995 


NO 


950239 A,B, 


07-05-1991 


NO 


950240 A,B, 


07-05-1991 


PL 


166565 B 


30-06-1995 


PI 

r u 


166582 B 


30-06-1995 


PT 


95790 A 


13-09-1991 


RU 


2084453 C 


20-07-1997 




^686609 A 


11-11-1997 


US 


5618938 A 


08-04-1997 


us 


5317020 A 


31-05-1994 


PL 


165758 B 


28-02-1995 


PL 


165854 B 


28-02-1995 


FR 


2666335 A 


06-03-1992 


FR 


2678267 A 


31-12-1992 


AT 


174332 T 


15-12-1998 


AU 


657272 B 


G9-03-1995 


AU 


8354291 A 


12-03-1992 


CA 


2050639 A,C 


06-03-1992 


CS 


9102724 A 


18-03-1992 


DE 


69130597 0 


21-01-1999 


DE 


69130597 T 


20-05-1999 


ES 


2127722 T 


01-05-1999 


FI 


914174 A,B, 


06-03-1992 


HU 


9500521 A 


30-10-1995 


IL 


99320 A 


31-07-1995 


OP 


2620435 8 


11-06-1997 


JP 


4261155 A 


17-09-1992 


LT 


585 A,B 


27-12-1994 


LV 


10606 A 


20-04-1995 


LV 


10606 B 


20-04-1996 


NO 


177226 B 


02-05-1995 


HZ 


239661 A 


27-06-1994 


PL 


167994 B 


30-12-1995 


pr 


98849 A,B 


31-07-1992 


se 


47703 A 


17-04-1998 


RU 


2070196 C 


10-12-1996 


us 


5350852 A 


27-09-1994 


us 


5236921 A 


17-08-1993 


MX 


9102003 A 


01-12-1992 
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(51) Int.C1.7 
A 6 1 K 



A 6 I P 



1 1 1 



31/4545 
31/506 
1/08 
25/04 
25/22 
25/24 
43/00 

C 0 7 C 233/73 

233/76 
C 0 7 D 211/13 

211/26 

211/28 

211/32 

211/34 

211/76 

211/84 

401/04 

401/10 

(32)fgftU 

(31) *it*m»»^ 

(32) <S5fctJ 

(33) <g«;tii£?EH 
(81)tt&BI 
DE. DK. ES, 
T, LU. MC, NL. PT. SE). O A ( B F . BJ 

CF, CG. CI. CM. OA. ON. GW. ML, 
MR. NE. SN. TD. TO). A I * (OH. CM. K 
E, LS, MW. SD. SL. SZ. UG. ZW). E 
A ( A M. AZ, BY. KG, KZ, M D . RU. TJ 
TM). A E . A!.. AM. AT. Ali. AZ. BA 
BB. BG. BR. BY. CA. CH. CN, CU, 
CZ, DE. DK. EE, ES. FI. GB. GD. G 
E, GIL GM, HR. HU. ID, I L, IN. IS 
, J P. KE. KG, KP. KR; KZ. LC. LK, 
LR, LS. LT. LU. LV, MD. MG. MK. M 
N. MW. MX, NO. NZ. PL. PT. RO. RU 
, SD. SE. SG, SI. SK. SL. T J. TM. 
TR. TT. UA. UG. US. UZ. VN, YU. Z 
A, ZW 

T ;* U # f^^mfy O x 7-M 19850- 5437. 
15437. 3 >3-F/Vf? 1800 



F I 

A6 1 K 



9 8 2 1 7 0 3. 7 
¥/$10*F-lOfl 7 U (1998. 
-f#UX (GB) 
9 909840. 2 
5pdtll^4fl30EI(1999. 4. 
>f*'JX (GB) 
E P (AT. BE. CH. CY. 
F I . F R , G B , G R , IE. I 



10. 7) 



30) 



A6 1 P 



31/4545 
31/506 
1/08 
25/04 
25/22 
25/24 
43/00 

C 0 7 C 233/73 
233/76 

C 0 7 D 211/18 
211/26 
211/28 
211/32 
211/34 
211/76 
211/84 
401/04 
401/10 
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7 pUj#£#®5^«*x7<jm 9850-5437. 

15437. 3>3— F/t-f*1800 

F*-A(##) 4C054 AA02 CC06 DD01 EEOl FF05 
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N-SUBSTITUTED NAPHTHALENE CARBOXAMIOES AS NEUROKININ-RECEPTOR ATA60NISTS 

This invention relates to N-substituted naphthalenecarboxamides. to pharmaceutical 
compositions containing such compounds, as well as to their uses and to processes for their 
5 preparation. These compounds antagonise the pharmacological actions of the endogenous 
neuropeptide tachykinins known as neurokinins and are useful whenever such antagonism is 
desired. 

Tachykinins are a family of neuropeptides which share a common C-terminal amino 
acid sequence. Mammalian tachykinins include substance P (SP), neurokinin A (NKA) and 
[0 neurokinin B (NKB). In addition there are at least two N-terminally extended forms of NKA 
designated as neuropeptide Y and neuropeptide K. The tachykinins are distributed widely in 
the peripheral and central nervous systems. At least three receptor types are known for the 
three principal tachykinins and based upon their relative selectivities favouring the agonists 
SP, NKA and NKB, the receptors are classified as NK1 (neurokinin 1), NK2 (neurokinin 2) 
1 5 and NK3 (neurokinin 3) receptors, respectively. 

As stated above, SP, NKA and NKB are found within the central nervous system. SP 
is frequently co-localised with NKA. In the peripheral nervous system, NKA and SP are 
predominantly located in the endings of capsaicin-sensitive primary afferent neurones. A 
second major source of tachykinins in the periphery is in neuronal cell bodies of the myenteric 
20 and submucous plexuses of the gastrointestinal tract. Other neuronal sources include the 
neurones innervating the salivary glands and a small proportion of intramural neurones in the 
urinary bladder. Tachykinin-like immunoreactivity has been demonstrated in several other 
locations including the endocrine cells of the gut, parenchymal cells in the carotid body, 
chromaffin cells of the adrenal gland, cells of the anterior pituitary, eosinophils and vascular 
25 endothelial cells. Human lymphocytes have also been shown to produce substance P. 

An important action of tachykinins is neuronal stimulation which is thought to 
underlie their actions in the CNS, e.g. the excitation of second-order sensory neurones in the 
spinal cord, the activation of spinal reflexes and induction of pain, the induction of central 
neurochemical responses such as stimulation of dopamine metabolism, autonomic responses 
30 and modulation of salt and water intake. In the periphery, neuronal stimulation by tachykinins 
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leads to facilitation of transmitter release, e.g. contraction of the guinea-pig . ileum is mediated 
partly by neurogenic mechanisms and partly by direct effects. 

Tachykinins modulate neuronal activity in sympathetic ganglia. Tachykinins released 
from collaterals of primary afferent neurones act as mediators of slow excitatory postsynaptic 
5 potentials. Central administration of SP and NKA induce tachycardia and an increase in 
blood pressure in rats via activation of sympathetic nerve activity. 

Tachykinins produce an endothelium-dependent vasodilatation which is measurable in 
vivo as a transient hypotension following i.v. infusion. The effect is mediated via NK } 
receptors located on endothelial cells, and is thought to involve the release of nitric oxide. 
10 Tachykinin-mediated stimulation of endothelial cells also induces their proliferation, 

migration and angiogenesis, indicating a possible role in growth and repair. In certain blood 
vessels tachykinins induce vasoconstriction e.g. via the NK 2 and NK 3 receptors in the rabbit 
pulmonary artery and the rat hepatic portal vein respectively. 

Smooth muscle contraction mediated by tachykinins appears to be predominantly due 
15 to a direct spasmogenic effect on the muscle. The combination of this direct effect with the 
tachykinin-stimulated release of tachkinins from nerve endings forms the basis for their status 
as excitatory neurotransmitters in the airways, intestine and urinary tract. In human bronchus, 
urinary bladder, urethra and colon the NK 2 receptor is the mediator of this stimulatory 
response. Tachykinins can also induce smooth muscle relaxation via a NKj receptor-mediated 
20 stimulation of prostanoid production in airway epithelial cells. 

SP, NKA and/or NKB have been implicated in the pathology of numerous diseases 
including asthma, allergic rhinitis, chronic obstructive pulmonary disease (COPD), pulmonary 
hypertension, airway reactivity, cough, cold, urticaria, inflammation (including neurogenic 
inflammation), pain, various pain states (including neuropathic pain, visceral pain ? ocular 
25 pain), migraine, tension headache, angiogenesis, rheumatoid arthritis, psychoses including 
depression and anxiety, including major depressive disorders, major depressive disorders with 
anxiety, cognitive disorders, movement disorder, bipolar disorders, substance use disorders, 
stress disorders, sleep disorders, motion sickness, panic attacks and social phobia, mania, 
hypomania, aggressive behaviour, pre-rnenstrual tension and associated appetite disorders, 
30 memory loss, emesis, (including ondansetron-resistance emesis), hypertension, oedema, 
Huntingdon's disease, Alzheimer's disease, schizophrenia, neuronal injury such as stroke, 
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epilepsy, spinal cord disorder, Parkinson's Disease, gastrointestinal-hypermotility, 'gastric 
asthma', gastroesphageal reflux disease, Crohn's disease, gastric emptying disorders, 
ulcerative colitis, irritable bowel syndrome, inflammatory bowel syndrome, bladder 
hypermotility, urinary incontinence, cystitis, obesity, bulimia nervosa, cancer, parathyroid 
5 hormone deficiency, bone loss, mammalian hair growth, sexual dysfunction, tardive 
dyskinesia, renal disorders, skin disorders and itch (for example atopic dermatitis and 
psoriasis). 

Examples of reviews covering the use of tachykinin antagonists in various of these 
disease conditions are: Maggi, CA., Patacchini, R, Rovero, P and Giachetti, A (1993). 
10 Tachykinin receptors and tachykinin receptor antagonists JAuton, Pharmacol. 13, 23-93; 
McLean, S. (1996), Nonpeptide antagonists of the NK, tachykinin receptor Med. Res. Rev. 
1 6, 297-3 1 7; Raffa RB, Possible role(s) of neurokinins in CNS development and 
neurodegenerative or other disorders. Neuroscience & Biobehavioral Reviews. 22(6):789-813, 
1 998 Oct : Holzer P, Implications of tachykinins and calcitonin gene-related peptide in 
15 inflammatory bowel disease Digestion. 59(4) :269 -83, 1998Jul-Aug; Maggi CA, 

Tachykinins as peripheral modulators of primary afferent nerves and visceral sensitivity. 
Pharmacological Research. 36(2): 153-69. 1997 Aug; Kudlacz EM, Expert Opinion. Invest. _ 
Drugs (1998), 7(7), 1055-62; and von Sprecher et al, Drugs (1998), 1(1), 73-91. 

The N-substituted naphthalenecarboxamide compounds of the present invention are 
20 antagonists of at least one of the tachykinin receptors and are of value in treating implicated 
disease conditions. In particular the compounds have a high degree of NK1 and/or NK2 
receptor antagonist activity. Additionally, by manipulation of the substituents on the 
naphthalene and piperidine rings of the formula (I) hereinbelow, the ratio of activity at the 
NK1 and NK2 receptors can be modified, affording compounds that are predominantly active 
25 at either NK1 or NK2 receptors, or affording compounds with a balanced activity and, as 
such, are particularly useful when combined antagonism of both receptors is desired. In 
particular preferred compounds of the present invention also possess a high degree of NK1 
and/or NK2 antagonism upon oral administration. 

Accordingly, the present invention provides the compounds of the formula (I): 

30 
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*1 X 2 

(I) 

5 

wherein: 
R is alkyl; 

Ri is optionally substituted phenyl, 2-oxo-tetrahydro-l (2H)-pyrimidinyl, or 2-oxo-l - 
piperidinyl; 

10 R2 is hydrogen, alkoxy, alkanoyloxy, alkoxycarbonyl, alkanoylamino, acyl, alkyl, carbamoyl, 
N-alkylcarbamoyl, N,N-dialkylcarbamoyl where the alkyl groups are the same or different, 
hydroxy, thioacyl. thiocarbamoyl, N-alkylthiocarbamoyl, or N.N-dialkylthiocarbamoyl where 
the alkyl groups are the same or different. 

Xj and X2 are independently hydrogen or halo, provided that at least one of X] or X2 is halo; 
15 and 

R3 f R* R5 and R6 are independently hydrogen, cyano, nitro, trifluoromethoxy, 
trifluoromethyl, or alkylsulfonyl, provided that at least one of R3, R4, R5 and R6 is not 
hydrogen; 

and pharmaceutically acceptable salts and in vivo hydrolysable precursors thereof. 
20 "Alkyl" means a saturated aliphatic hydrocarbon group which may be straight or 

branched and having about 1 to about 20 carbon atoms in the chain. Branched means that one 

or more lower alkyl groups such as methyl, ethyl or propyl are attached to a linear alkyl chain. 
Preferred alkyl groups are the lower alkyl groups which are those alkyl groups having 

from 1 to about 6 carbons, for example Ci_6 a lkyl. "Acyl" means an alkylcarbonyl group for 
25 example Cj^alkanoyl. 'Thioacyl" means an alkylthiocarbonyl group for example 
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C | ^alky Ithiocarbony 1. 

R is alkyl for example C,. 6 alkyl such as methyl ethyl or n-propyl. Preferably R is 
methyl so that in one aspect the present invention provides the compounds of the formula (I) 
wherein R is methyl and the pharmaceutical^ acceptable salts thereof. In a further aspect the 
5 present invention provides the compounds of the formula (I) wherein R is methyl, R 1 . X] and 
X 2 are as hereinabove defined; and R2 is hydrogen, acyl, alkyl, carbamoyl, N-alkylcarbamoyl, 
N,N-dialkylcarbamoyl, hydroxy, thioacyl. thiocarbamoyl, N-alkylthiocarbamoyl or N,N- 
dialkylthiocarbamoyl, and the pharmaceutically acceptable salts thereof. 

In one aspect R 1 is optionally substituted phenyl. Suitable substituents for the phenyl 
10 ring include: 

alkyl such as C N6 alkyl for example methyl or ethyl; alkylthio such as Cj. 6 alkylthio for 
example methylthio or ethylthio; alkylsulfinyl such as C^alkylsulfinyl for example 
methylsulfinyl, ethylsulfinyl or propylsulfinyl; alkylsulfonyl such as C^alkylsulfonyl for 
example methyl sulfonyl or ethylsulfonyl; hydroxy; alkoxy such as Cj. 6 alkoxy for example 

1 5 methoxy or ethoxy ; amino; halo for example fluoro, chloro, bromo or iodo; carboxy; 

alkoxycarbonyl such as CV 6 alkoxycarbonyl for example methoxycarbonyl; nitro; alkylamino 
such as C^alkylamino for example methylamino or ethylamino; di-alkylamino (wherein the 
alkyl groups may be the same or different) such as di-Ci^alkylamino for example 
dimethylamino; trifluoromethyl; carbamoyl; alkylcarbamoyl such as C^alkyl carbamoyl for 

20 example methylcarbamoyl; di-alkyl carbamoyl (wherein the alkyl groups may be the same or 
different) such as di-C^alkylcarbamoyl for example dimethylcarbamoyl; trifluoromethylthio; 
trifluoromethylsulfmyl; trifluoromethylsulfonyl; alkanesulfonamido such as 
C^alkanesulfonamido for example methanesulfonamido; alkanoyl such as C,. 6 alkanoyl for 
example acetyl; succinamido; N-alkoxy, N-alkylamino such as N-CV 6 alkoxy, 

25 N-C^alkylamino for example N-methoxy, N-methylamino; alkanoylamino such as 
C^alkanoylamino for example acetamido or propionamido; ureido; alkylureido such as 
C^alkylureido for example methylureido (MeNHCONH-) di-alkylureido such as 
di-C^^lkylureido for example dimethylureido; alkylsulfonyloxy such as Ci. 6 alkylsulfonyloxy 
for example methylsulfonyloxy; 2-oxopyrrolidino; N-oxo-N,N-dialkylamino such as N-oxo- 

30 N,N-di-C^alkylamino for example N-oxo-N ? N-dimethylamino; alkoxycarbonylamino such as 
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C^alkoxycarbonylamino for example methoxycarbonylamino; alkoxycarbonylcarbonylamino 
such as Ci^alkoxycarbonylcarbonylamino for example methoxycarbonylcarbonylamino; 
alkylcarbamoylalkoxy such as C^alkylcarbamoylCj^alkoxy for example methylcarbamoyl- 
methoxy; dialkylcarbamoylCi^alkoxy such as di-C^ alkylcarbamoylalkoxy for example 
5 dimethylcarbamoylmethoxy; and C^alkyl for example methyl substituted by any of the 
hereinabove substituents for example methylsulfinylmethyl. 

In one aspect R 1 is a phenyl group substituted in the ortho-position and in a preferred 
aspect the ortho-substituent is Cj^alkylthio for example methylthio; Ci^alkylsulfinyl for 
example methylsulfinyl, ethylsulfinyl or propylsulfinyl; C^alkylsulfonyl for example 

10 methylsulfonyl or ethylsulfonyl; trifluoromethylthio; trifluoromethylsulfinyl; 

Ci^alkanesulfonamido for example methanesulfonamido; Cj^alkanoyl for example acetyl or 
propionyl; Ci^alkoxycarbonyl for example methoxycarbonyl; succinamido; carbamoyl; 
Ci^alkylcarbamoyl for example methylcarbamoyl; di-C].6alkylcarbamoyl for example 
dimethylcarbamoyl; hydroxy; Cj^alkoxy, Ci^alkylcarbamoyl for example N-methoxy, 

15 N-methylcarbamoyl; Cj^alkanoylamino for example acetylamino; ureido, Cj^alkylureido for 
example methylureido: di-C^alkylureido for example dimethylureido; amino; 
Cj^alkylamino for example methylamino or ethylamino; di-Cj^alkylamino for example 
dimethylamino; Cj^alkyl-sulfonyloxy for example methylsulfonyloxy; 2-oxopyrrolidino; 
N-oxo-tyN-di-C^alkylamino for example N-oxo-N,N-dimethylamino; 

20 C^alkoxycarbonylamino for example methoxycarbonylamino; 

Ci^alkoxycarbonylcarbonylamino for example methoxycarbonylcarbonylamino; 
Cj ^alkylcarbamoylalkoxy for example methylcarbamoylmethoxy; 
di-Ci.6alkylcarbamoylalkoxy for example dimethylcarbamoylmethoxy; or 
methylsulfinylmethyl. In addition to the ortho-substituent, the phenyl group may have further 

25 substituents. 

In a further aspect the ortho-substituent is Cj^alkylthio for example methylthio; 
C^alkylsulfinyl for example methylsulfinyl, ethylsulfinyl or propylsulfinyl; 
Cj^alkylsulfonyl for example methylsulfonyl or ethylsulfonyl; trifluoromethylthio; 
trifluoromethylsulfinyl; Cj^alkanesulfonamido for example methanesulfonamido; 
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C|.6alkanoyl for example acetyl or propionyl; Cj^alkoxycarbonyl for example 
methoxycarbonyl; succinamido; carbamoyl; Cj-ealkylcarbamoyl for example 
methylcarbamoyl; di-Cj^alkylcarbamoyl for example dimethylcarbamoyl; Cj^alkoxy, 
Cj^alkylcarbamoyl for example N-methoxy, N -methylcarbamoyl; Cj^alkanoylamino for 
5 example acetylamino; ureido, C^alkylureido for example methylureido; di-Ci^alkylureido 
for example dimethylureido; amino; Ci^alkylamino for example methylamino or ethylamino; 
or di-Ci^alkylamino for example dimethylamino. In addition to the ortho-substituent, the 
phenyl group may have further substituents. 

Suitable further substituents, which are optional, for the ortho-substituted phenyl ring 

10 include Cj^alkyl for example methyl or ethyl; Cj^alkylthio for example methylthio or 
ethylthio; Ci^alkylsulfinyl for example methylsulfinyl, ethylsulfmyl or propylsulfinyl; 
Cj^alkylsulfonyl for example methylsulfonyl or ethylsulfonyl; Cj^alkoxy for example 
methoxy, ethoxy or propoxy; halo for example bromo, fluoro, chloro or iodo; 
carboxy; Ci^alkoxycarbonyl for example methoxycarbonyl; Ci^alkanoyl for example acetyl 

1 5 or propionyl; nitro; amino; Cj^alkylamino for example methylamino or ethylamino; 
di-Cj^alkylamino where the alkyl groups may be the same or different, for example 
dimethylamino; trifluoromethyl; CF3S(0) X wherein x is 0 to 2, for example 
trifluoromethylthio, trifluoromethylsulfinyl or trifluoromethylsulfonyl; Cj^alkanoylamino for 
example acetylamino or propionylamino; Cj^alkylsulphonamido for example 

20 methylsulphonamido; ureido; Cj^alkylureido for example methylureido (MeNHCONH-), 
di-Ci^alkylureido for example dimethylureido (Me2NCONH-); carbamoyl; 
Ci^alkylcarbamoyl for example methylcarbamoyl; di-Ci^alkylcarbamoyl where the alkyl 
groups may be the same or different, for example dimethylcarbamoyl; and Cj^alkyl for 
example methyl substituted by any of the hereinabove substituents. Another suitable further 

25 substituent for the ortho-substituted ring is hydroxy. 

In one aspect, suitable further substituents for a phenyl group already substituted in the 
ortho-position are C^alkyl, Cj^aikylsulfinyl, Ci^alkylsulfonyl, Cj^alkoxy, amino, halo, 
carboxy, C^alkoxycarbonyl, nitro, N-Ci^alkylamino, N,N-di-Ci-6alkylamino (where the 
alkyl groups may be the same or different), trifluoromethyl, Cj^alkylthio, carbamoyl, 

30 N-Cj-6alkylcarbamoyl and N,N-di-Ci_6alkylcarbamoyl (where the alkyl groups may be the 
same or different), Ci^alkanoyl, Ci^alkanesulfonamido, trifluoromethylthio, 
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trifluoromethylsulfinyl, hydroxy, ureido, Ci^alkylureido and di-Ci_6alkylureido. Preferably 
these further substituents are at the 4-position of the phenyl group. 

Preferred values for the ortho-substituent are methylsulfmyl, ethylsulfmyl, 
propylsulfinyl, methylsulfonyl, trifluoromethylthio, trifluoromethylsulfinyl, 
5 methanesulfonamido, acetyl, methoxycarbonyl, succinamido, carbamoyl, methylcarbamoyl, 
dimethylcarbamoyl, N-methoxy, N-methylcarbamoyl, acetylamino, ureido, methylureido, 
dimethylureido, amino, methylamino and dimethylamino. 

In particular the ortho-substituent is methylsulfmyl, methylsulfonyl, methylureido, 
dimethylureido, amino, methylamino or dimethylamino. Of these methylsulfmyl is 
10 particularly preferred. 

Favourably the ortho-substituted phenyl ring is not substituted further or is substituted 
by up to three optional substituents. In particular the ortho-substituted phenyl ring is not 
substituted further or is substituted at the 4-position, that is the position para- to the bond with 
the piperidine ring, so forming a 2, 4-disubstituted phenyl group, preferably a 2-MeSO, 
15 4-substituted phenyl group. 

Preferred substituents, if present, for the ortho-substituted phenyl ring, are methyl, 
methoxy, acetyl, acetylamino, methoxycarbonyl, methanesulfonylamino, methylsulfmyl, 
methylsulfonyl, trifluoromethyl, trifluoromethylthio, trifluoromethylsulfinyl, bromo, fluoro, 
chloro, hydroxy, carbamoyl, methylcarbamoyl, dimethylcarbamoyl, methylureido and 
20 dimethylureido. In particular these preferred substituents may be at the 4-position of the 
phenyl ring. 

A preferred class of compounds is that wherein R 1 is of the formula (la): 




25 (la) 

wherein R* is hydrogen, C^alkyl, Cj^alkylsulfinyl, C^alkylsulfonyL Ci^alkoxy, amino, 
halo, carboxy, C^alkanoyloxy, nitro, N-C^alkylamino, di-Cj^alkylamino, trifluoromethyl, 
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Ci. 6 alkylthio, carbamoyl, C]. 6 alkylcarbamoyl and di-Ci. 6 alkylcarbamoyl; and R2 is hydrogen. 
More preferably, R a is hydrogen, Cj. 6 alkoxy for example methoxy or ethoxy, halo for 
example bromo, chloro or fluoro, Ci. 6 alkylsulfinyl for example methylsulfinyl or carboxy. 

In one aspect R a is hydrogen or Cj^alkoxy. 
5 In another aspect Ra is hydrogen, C i^alkoxy or halo. 

More particularly Ra is hydrogen, methoxy or fluoro. 

In a particularly preferred aspect Ra is hydrogen. 

In another particularly preferred aspect Ra is methoxy. 

The compounds of the invention have a number of chiral centres. It is preferred that 
10 the ortho-methylsulfinyl substituent, if present, has the stereochemistry depicted in formula 
(lb): 




1 5 That is the S-stereochemistry according to the Cahn-Prelog-lngold sequence rules. 

Preferred values for R> are therefore 2(S)-methylsulfinylphenyl and 
4-methoxy-2(S)-methylsulfinylphenyl. 

In another aspect R' is 2-oxotetrahydro-l(2H)-pyrimidinyl. 
In a further aspect Ri is 2-oxo-l-piperidinyl. 

20 R 2 is hydrogen; acyl such as C i ^alkanoyl for example acetyl or propionyl; alkyl such 

as Ci^alkyl for example methyl or ethyl; carbamoyl; N-alkylcarbamoyl such as 
Ci^alkylcarbamoyl for example methylcarbamoyl or ethylcarbamoyl; N,N-dialkylcarbamoyl 
such as di-Ci^alkylcarbamoyl for example dimethylcarbamoyl; hydroxy; thioacyl such as 
Ci^alkylthiocarbonyl for example methylthiocarbonyl; thiocarbamoyl (NH 2 CS-); 

25 N-alkylthiocarbamoyl such as Cj^alkylthiocarbamoyl for example methylthiocarbamoyl 
(MeNHCS-);N,N-dialkylthiocarbamoyl such as di-C^alkylthiocarbamoyl for example 
dimethylthiocarbamoyl (Me 2 NCS-); alkoxy such as Ci_ 6 alkoxy for example methoxy or 
ethoxy; alkanoyloxy such as C« alkanoyloxy for example acetyloxy or propionoxy; 
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alkoxycarbonyl such as C^alkoxycarbonyl for example methoxycarbonyl or ethoxycarbonyl; 
or alkanoylamino such as Ci^alkanoylamino for example acetylamino. 

In one aspect R2 is hydrogen, acyl, alkyl, carbamoyl, N-alkylcarbamoyl, 
N,N-dialkylcarbamoyl, hydroxy, thioacyl, thiocarbamoyL N-alkylthiocarbamoyl or 
5 N,N-dialkylthiocarbamoyl. 

In a preferred aspect R2 is hydrogen, hydroxy, methoxycarbonyl, methylcarbamoyl or 
dimethylcarbamoyl. When R* is optionally substituted phenyl, preferably R2 is hydrogen or 
hydroxy, most preferably hydrogen. When R* is 2-oxo-tetrahydro-l-(2H)-pyrimidinyl or 
2-oxo- 1-piperidinyl, preferably R2 is hydrogen, methoxycarbonyl, methylcarbamoyl or 
10 dimethylcarbamoyl. In another aspect when Ri is 2-oxo-tetrahydro-l-(2H)-pyrimidinyl or 
2-oxo- 1-piperidinyl, R2 is hydrogen or N-C].6alkylcarbamoyl for example methylcarbamoyl. 

Ph-Xj,X2 is phenyl mono-or di-substituted by halo. Preferably halo is chloro or fluoro 
and in particular Ph-Xi,X 2 is 4-chloro, 4-fluoro, 3,4-difluoro or 3,4-dichloro. Of these 
3,4-dichloro is most preferred. 
1 5 R 3 , R 4 , R 5 and R6 are independently hydrogen, cyano, nitro, trifluoromethoxy, 

trifluoromethyl or alkylsulfonyl (for example C^alkylsulfonyl) with the proviso that at least 
one of R3-R6 is not hydrogen. Preferably R3 is hydrogen. Preferably R 4 is cyano, nitro or 
methylsulfonyl. Preferably R5 is hydrogen or cyano. Preferably R& is hydrogen, cyano or 
nitro. 

20 More preferably R3 and R* are hydrogen, R 4 is cyano or nitro, and R5 is hydrogen or 

cyano. 

Most preferably R 3 , R5 and R6 are hydrogen and R 4 is cyano or nitro, in particular 
cyano so forming the 3-cyano-naphth-l-yl group. 

The compounds of the present invention possess a number of chiral centres, at 
25 -CH(Ph-X],X 2 h and possibly in the optional substituents (for example the MeSO- 
substituent) on the phenyl groups if present. The present invention covers all isomers, 
diastereoisomers, atropisomers and mixtures thereof that antagonise tachykinins. 

The preferred configuration at -C^Ph-X^X^)- is shown in formula (Ic) hereinbelow: 



WO 00/02859 



-11- 



PCI7GB99/02178 




,6 



wherein Ra is hydrogen, C^alkoxy, halo, Ci. 6 alkylsulfmyl or carboxy; R3 is hydrogen; R4 is 
cyano or nitro; R5 is hydrogen or cyano; and R 6 is hydrogen. In particular Ra is hydrogen, 
10 methoxy or fluoro; R3, R5 and R* are all hydrogen and R4 is cyano or nitro, preferably cyano. 

Particular compounds of this invention include those of the Examples hereinbelow. 

Pharmaceutically acceptable salts of the compounds of the formula (I) include those 
made with inorganic or organic acids which afford a physiologically acceptable anion, such as 
with, for example, hydrochloric, hydrobromic, sulfuric, phosphoric, methanesulfonic, 
15 sulfamic, para-toluenesulfonic, acetic, citric, lactic, tartaric, malonic, fumaric, maleic, malic, 
ethanesulfonic, benzenesulfonic, cyclohexylsulfamic, salicyclic and quinic acids. 

In vivo hydrolysable precursors include in vivo hydrolysable esters, amides and 
carbamates which hydrolyse in the animal (e.g. human) body to produce the parent 
compound. Such precursors, for example esters, amides and carbamates, can be identified by 
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administering, for example intravenously to a test animal, the compound under test and by 
subsequently examining the test animal's body fluids. Suitable in vivo hydrolysable 
precursors include esters of carboxy (R*OOC-) and of hydroxy (RyCOO-). 

In order to use a compound of the formula (I) or a pharmaceutical^ acceptable salt or 
5 an in-vivo hydrolysable precursor thereof for the therapeutic treatment (including prophylactic 
treatment) of mammals including humans, it is normally formulated in accordance with 
standard pharmaceutical practice as a pharmaceutical composition. 

Therefore in another aspect the present invention provides a pharmaceutical 
composition which comprises a compound of the formula (I) or a pharmaceutically acceptable 
1 0 salt or an in-vivo hydrolysable precursor and pharmaceutically acceptable carrier. 

The pharmaceutical compositions of this invention may be administered in standard 
manner for the disease condition that it is desired to treat, for example by oral, topical, 
parenteral, buccal, nasal, vaginal or rectal administration or by inhalation or insufflation. For 
these purposes the compounds of this invention may be formulated by means known in the art 
15 into the form of, for example, tablets, capsules, aqueous or oily solutions, suspensions, 
emulsions, creams, ointments, gels, nasal sprays, suppositories, finely divided powders or 
aerosols or nebulisers for inhalation, and for parenteral use (including intravenous, 
intramuscular or infusion) sterile aqueous or oily solutions or suspensions or sterile 
emulsions. 

20 In addition to the compounds of the present invention the pharmaceutical composition 

of this invention may also contain, or be co-administered (simultaneously or sequentially) 
with, one or more pharmacological agents of value in treating one or more disease conditions 
referred to herein. 

The pharmaceutical compositions of this invention will normally be administered to 
25 humans so that, for example, a daily dose of 0.01 to 25 mg/kg body weight (and preferably of 
0.1 to 5 mg/kg body weight) is received. This daily dose may be given in divided doses as 
necessary, the precise amount of the compound received and the route of administration 
depending on the weight, age and sex of the patient being treated and on the particular disease 
condition being treated according to principles known in the art. 
30 Typically unit dosage forms will contain about 1 mg to 500 mg of a compound of this 

invention. For example a tablet or capsule for oral administration may conveniently contain 
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up to 250 mg (and typically 5 to 100 mg) of a compound of the formula (I) or a 
pharmaceutical^ acceptable salt or an in vivo hydrolysable precursor thereof. In another 
example, for administration by inhalation, a compound of the formula (I) or a 
pharmaceutical^ acceptable salt or an in vivo hydrolysable precursor thereof may be 
5 administered in a daily dosage range of 5 to 100 mg, in a single dose or divided into two to 
four daily doses. In a further example, for administration by intravenous or intramuscular 
injection or infusion, a sterile solution or suspension containing up to 10% w/w (and typically 
5% w/w) of a compound of the formula (I) or a pharmaceutical ly acceptable salt or an in vivo 
hydrolysable precursor thereof may be used. 

10 Therefore in a further aspect, the present invention provides a compound of the 

formula (I) or a pharmaceutical^ acceptable salt or an in vivo hydrolysable precursor thereof 
for use in a method of therapeutic treatment of the human or animal body. 

In yet a further aspect the present invention provides a method of treating a disease 
condition wherein antagonism of at least one tachykinin receptor is beneficial which 

15 comprises administering to a patient in need thereof an effective amount of a compound of the 
formula (I) or a pharmaceutically acceptable salt or an in vivo hydrolysable precursor thereof. 
The present invention also provides the use of a compound of the formula (I) or a 
pharmaceutically acceptable salt or an in vivo hydrolysable precursor thereof in the 
preparation of a medicament for use in a disease condition wherein antagonism of at least one 

20 tachykinin receptor is beneficial. In particular the present invention provides a method of 
treating a disease condition wherein antagonism of the NK1 and/or NK2 receptors is 
beneficial. 

In particular the present invention provides a method of treating asthma which 
comprises administering to a patient in need thereof an effective amount of a compound of the 
25 formula (I) or a pharmaceutically acceptable salt or an in vivo hydrolysable precursor thereof. 

In particular the present invention provides a method of treating chronic obstructive 
pulmonary disease which comprises administering to a patient in need thereof an effective 
amount of a compound of the formula (I) or a pharmaceutically acceptable salt or an in vivo 
hydrolysable precursor thereof. 
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In particular the present invention provides a method of treating pain which comprises 
administering to a patient in need thereof an effective amount of a compound of the formula 
(I) or a pharmaceutically acceptable salt or an in vivo hydrolysable precursor thereof. 

In particular the present invention provides a method of treating depression which 
5 comprises administering to a patient in need thereof an effective amount of a compound of the 
formula (I) or a pharmaceutically acceptable salt or an in vivo hydrolysable precursor thereof. 

In particular the present invention provides a method of treating urinary incontinence 
which comprises administering to a patient in need thereof an effective amount of a 
compound of the formula (I) or a pharmaceutically acceptable salt or an in vivo hydrolysable 
10 precursor thereof. 

In another aspect the present invention provides a process for preparing a compound of 
the formula (I) or a pharmaceutically acceptable salt or an in vivo hydrolysable precursor 
thereof which process comprises: 

a) reacting a compound of the formula (III) with a compound of the formula (IV): 

15 





A i ~ 2 (IV) 

20 

wherein R ? Xi and X2 are as hereinbefore defined; and L and U are groups such that 
reductive amination of the compounds of the formulae (III) and (IV) forms a N-C bond; or 
b) reacting a compound of the formula (V) with a compound of the formula (VI): 
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wherein R1-R6, R2, X\ and X2 are as hereinbefore defined; and L2 is a leaving group; 
wherein any other functional group is protected, if necessary, and: 

i) removing any protecting groups; 

ii) optionally forming a pharmaceutical^ acceptable salt or in vivo hydrolysable 
10 . precursor. 

Protecting groups may in general be chosen from any of the groups described in the 
literature or known to the skilled chemist as appropriate for the protection of the group in 
question, and may be introduced and removed by conventional methods; see for example: 
Theodora W. Greene et al., Wiley (1991), Protective Groups in Organic Chemistry; J F W 

1 5 McOmie, Plenum Press (1 973) and Kocienski, Philip J, Georg Thieme Verlag (1 994), 
Protecting Groups. Methods of removal are chosen so as to effect removal of the protecting 
group with minimum disturbance of groups elsewhere in the molecule. 

It will also be appreciated that certain of the various optional substituents in the 
compounds of the formula (I) may be introduced by standard aromatic substitution reactions 

20 or generated by conventional functional group modifications either prior to or immediately 
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following the processes described hereinabove. The reagents and reaction conditions for such 
procedures are well known in the chemical art. 

Pharmaceutical ly acceptable salts may be prepared from the corresponding acid in 
conventional manner. Non-pharmaceutically acceptable salts may be useful as intermediates 
5 and as such are another aspect of the present invention. 

In vivo hydrolysable precursors may be prepared from the corresponding functional 
derivative in conventional manner at any convenient stage of the synthesis. 

It is well known in the art how to prepare optically-active forms (for example, by 
resolution of the racemic form or by synthesis from optically-active starting materials) and 
10 how to determine the tachykinin antagonist properties by the standard tests known in the art 
and those described hereinafter. 

The compounds of the formulae (III) and (IV) are reacted under conditions of 
reductive amination. Typically in the compounds of the formula (III) L is hydrogen. 

Typically in the compounds of the formula (IV) D is an oxo group so forming an 
1 5 aldehyde moiety (i.e. U and the carbon atom to which is joined are OHC-) . The reaction is 
typically performed at a non-extreme temperature, for example 0 - 100°C, suitably ambient 
temperature in a substantially inert solvent for example methanol or dichloromethane. 
Typical reducing agents include borohydrides such as sodium cyanoborohydride. 

In an alternative, in the compounds of the formula (IV), D is a leaving group such as 
20 halo for example chloro or bromo or is a sulfonate for example methanesulfonate or 
p-toluenesulfonate. Such compounds are reacted with compounds of the formula (III) 
wherein L is hydrogen in the presence of a base. 

The compounds of the formula (III) are known or may be prepared in conventional 
manner. The compounds of the formula (IV) may be prepared in a conventional manner. For 
25 example when Li is oxo, compounds of the formula (IV) may be prepared by oxidising a 
compound of the formula (VII): 
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(VII) 

wherein X* , X2,, R and R3-R6 are as hereinbefore described. Suitable oxidation conditions 
5 include Swern conditions for example oxidation with oxalyl chloride in the presence of 
dimethylsulfoxide. The compounds of the formula (IV) wherein U is a leaving group may be 
prepaed in conventional manner from a compound of the formula (VII). 

The compounds of the formula (VII) may be prepared, for example by reacting a 
compound of the formula (VI) with a compound of the formula (VIII): 




wherein R, X, and X 2 are as hereinbefore defined under conventional acylation conditions 
The compounds of the formulae (V) and (VI) may be reacted under conventional 

15 acylation conditions wherein the compound of formula (VI) is an acid or an activated acid 
derivative. Typical activated acid derivatives are well known in the literature. They may be 
formed in shu from the acid or they may be prepared, isolated and subsequently reacted. 
Typically L2 is chloro thereby forming the acid chloride. Typically the acylation reaction is 
performed in the presence of a non-nucleophilic base, for example di-isopropylethylamine, in 

20 a substantially inert solvent at a non-extreme temperature. The compounds of the formula (V) 
are known or may be prepared in a conventional manner. 
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The compounds of the formulae (IV) and (VII) are not only useful intermediates but 
also have good tachykinin antagonist activity, in particular at the NK1 receptor. 

Therefore in another aspect, the present invention provides a compound of the formula 
(IV) or (VII) or a pharmaceutical^ salt or in vivo hydrolysable precursor thereof. 
5 More particularly the present invention provides a compound of the formula (IX): 




1 0 wherein X i , X2 and R3-R6 are as hereinbefore defined ; 

RS is -CHO; «CH 2 ORio wherein Rio is hydrogen or an ester thereof or C^alkyl; and R9 is 
hydrogen or a group R as hereinbefore defined. 

or a pharmaceutical^ acceptable salt or in vivo hydrolysable precursor thereof. 
Suitably R 9 is C\ ^alkyl for example methyl. 
1 5 In one aspect R8 is aldehydo (-CHO) or is a derivative thereof. A suitable derivative is 

an acetal, for example of the formula (Rt>0)CH(ORc)- wherein Rb and Rc are independently 
selected from Cj^alkyl or together form a C2-4methylene chain thus forming a dioxo ring. 
More suitably Rb and Rc have the same value and are both methyl or are both ethyl. 

In a further aspect R* is -CH 2 ORio wherein Rio is hydrogen or Ci^alkyl. Preferably 
20 Rio is hydrogen, methyl or ethyl and in particular Rio is hydrogen. In yet a further aspect Rio 
may represent an ester forming group for example forming a group of the formula 
-CHbOCORd wherein R<* is Cj^alkyl for example methyl, aryl for example phenyl or 
arylCi-ealkyl for example benzyl. 

Acetals of -CHO and esters of hydroxymethyl (HOCH 2 -) may be prepared in standard 
25 manner. 
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Preferred values of X*, X2, R and R3-R6 are as described hereinabove for compounds 
of the formula (I). Accordingly in the compounds of the formula (IX), preferably -PhXiX 2 - is 
3,4-dichlorophenyl and R is methyl. A preferred class of compounds is that of the formula 

(X): 




. (X) 

wherein R8 is -CHO or an acetal thereof such as (CHsO^CH-; or an ester thereof for example 
10 acetoxymethyl, or R8 methoxymethyl or ethoxymethyl; R4 is cyano or nitro; and R5 is 

hydrogen or cyano. In particular R5 is hydrogen and R 4 is cyano or nitro, most preferably 

cyano, and R8 is -CHO or -CH 2 OH. 

These compounds antagonise the NK1 receptor in particular and therefore are 

particularly beneficial in treating disease conditions mediated through such receptors, for 
15 example depression, anxiety, emesis, pain and other disease conditions identified in the 

literature. 

The compounds of the formulae (IX) and (X) may be formulated and administered as 
described hereinbefore in relation to the compounds of the formula (I). 

The following biological test methods, data and Examples serve to illustrate and 
20 further describe the invention. 

The utility of a compound of the invention or a pharmaceutical^ acceptable salt or in 
vivo hydrolysable precursor thereof (hereinafter, collectively referred to as a "Compound") 
may be demonstrated by known tests and by clinical studies. 



25 



» 
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SP Receptor Binding Assay (Test A) 

The ability of a Compound of the invention to antagonize the binding of SP at the 
NK1 receptor may be demonstrated with an assay using the human NK1 receptor expressed in 
Mouse Erythroleukemia (MEL) cells. The human NK1 receptor was isolated and 
5 characterized as described in: B. Hopkins, et al. "Isolation and characterization of the human 
lungNKl receptor cDNA" Biochem. Biophvs. Res. Comm. . 1991,180, 1110-1117; and the 
NK1 receptor was expressed in Mouse Erythroleukemia (MEL) cells using a procedure 
similar to that described in Test B below. 

In general, the Compounds of the invention having NK1 antagonist activity which 
10 were tested demonstrated statistically significant binding activity in Test A with a Kj of 1 

microM or much less typically being measured. 

Neurokinin A (NKA1 Receptor Binding Assay (Test B) 

The ability of a Compound of the invention to antagonize the binding of NKA at the 

1 5 NK2 receptor may be demonstrated with an assay using the human NK2 receptor expressed in 
Mouse Erythroleukemia (MEL) cells, as described in: Aharony, D., et al. "Isolation and 
Pharmacological Characterization of a Hamster Neurokinin A Receptor cDNA" 
Molecular Pharmacology. 1994, 45, 9-19. 

The selectivity of a Compound for binding at the NK1 and the NK2 receptors may be 

20 shown by determining its binding at other receptors using standard assays, for example, one 
using a tritiated derivative of NKB in a tissue preparation selective for NK3 receptors. In 
general, the Compounds of the invention having NK2 antagonist activity which were tested 
demonstrated statistically significant binding activity in Test A and Test B with a Kj of 1 

microM or much less typically being measured. 

25 

Neurokinin B (NKB) Receptor Binding Assay (Test Q 

The ability of a Compound of the invention to antagonise the binding of a selective 
NKB receptor ligand at the NK3 receptor may be demonstrated with an assay using the human 
NK3 receptor, cloned from human brain and expressed in Mouse Erythroleukemia (MEL) 
30 cells. Human NK3 receptor was expressed in MEL cells with a similar procedure to that 
described for the human NK2 receptor in: Aharony, D., et al. "Isolation and Pharmacological 
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Characterization of a Hamster Neurokinin A Receptor cDNA" Molecular Pharmacology , 
1994, 45, 9-19. 

The selectivity of a Compound for binding at the NK1 and the NK2 receptors may be 
shown by determining its binding at other receptors using standard assays, for example, one 
5 using a tritiated derivative of NKB in a clonal cells expressing the human NK3 receptors. In 
general, the Compounds of the invention having NK2 antagonist activity which were tested 
demonstrated statistically significant binding activity in Test A and Test B with a Kj of 1 
microM or much less typically being measured. 

10 Rabbit Pulmonary Artery: NK1 in vitro functional assay (Test D) 

The ability of a Compound of the invention to antagonize the action of the agonist 
Ac-[Arg6, Sar9, Met(02)! 1] Substance P (6-1 1), ASMSP, in a pulmonary tissue may be 
demonstrated as described in Bialecki et al. Kca channel antagonists reduce NO donor- 
mediated relaxation of vascular and tracheal smooth muscle. Am. J. Physiol. 268: L152-L159, 

15 1995. 

Paired tissue segments of pulmonary artery excised from male New Zealand white 
rabbits are suspended between stainless steel stirrups for analyses of isometric relaxation 
under standard conditions in physiological salt solution (PSS) containing indomethacin (5 
microM; to block cyclooxygenase) and propranolol (1 microM; to block P adrenergic 
20 receptors). 

Initial tension placed on each tissue is 2 grams, which is maintained throughout the 
1.0 hour equilibration period. Tissues are washed with PSS at 15 minute intervals. At the 30 
and 45 minute wash the following treatments are added: 

Thiorphan (1 microM; to block E.C.3.4.24.1 1), ((3R)-3-[(lS)-l-(3,4-Dichlorophenyl)-3-(4-[(R 
25 or S)-2-methylsulfinyl-phenyl]-piperidino)propyl]-2-ethyl-2,3-dihydroisoindol- 1 -one) (0.03 
microM; to block NK2 receptors as described in: " Aharonv P ., et al. Pharmacological 
Characterization of ZD7944: A Novel, Potent and orally- Active Non-Peptide Neurokinin-A 
(NK-2) Receptor Antagonist Eur. Respir. J. 12 (Suppl. 12):20S, 1998")> and the given 
concentration of the Compound being tested. After equilibration, phenylephrine (3 microM) 
30 is added to produce steady-state contraction of the tissue and a dose relaxation curve to 
ASMSP is constructed. Constructed curves are complete when each tissue fails to relax 



WO 00/02859 PCT/GB99/02178 

-22- 

further for 2 consecutive doses. Papaverine (1 milliM) is then added to obtain a maximum 
reference relaxation. 

For antagonists behaving in a noncompetitive manner, the percent inhibition of 
relaxation is determined at a given concentration of the antagonist. Percent inhibition is 
5 determined when a tested Compound produces a statistically significant reduction of the 
magnitude of maximum relaxation and is calculated as a percentage of the papaverine 
reference response For antagonists behaving competitively, potencies are determined by 
calculating the negative log value of the apparent dissociation constant (pKs) for each 
concentration tested. Statistical significance isdetermined when the P value is <0.05 using the 
1 0 Student's t-test for paired comparisons. 

In general, the Compounds of the invention having NK1 antagonist activity which 
were tested demonstrated statistically significant values of the negative log apparent 

4 

dissociation constant in Test D with a pKg of 6 or much greater typically being measured. 

15 NK2 in vitro functional assay (Test E) 

The ability of a Compound of the invention to antagonize the action of the agonist 
[p-ala8] NKA (4-10), BANK, in a pulmonary tissue may be demonstrated as described in 
Bialecki et al. Kca channel antagonists reduce NO donor-mediated relaxation of vascular and 
tracheal smooth muscle. Am. J. Physiol. 268: L152-L159, 1995". Left and right pulmonary 

20 arteries are excised from male New Zealand white rabbits. The pulmonary arteries are cut into 
ring segments and the intimal surface rubbed gently to remove the endothelium. Paired tissue 
segments of pulmonary artery are suspended between stainless steel stirrups for analyses of 
isometric tension development under standard conditions in physiological salt solution (PSS) 
containing indomethacin, (5 microM; to inhibit cyclooxygenase). 

25 Initial tension placed on each tissue is 2 grams, which is maintained throughout the 

45 minute equilibration period. Tissues are washed with PSS at 15 minute intervals. After 
the 45 minute equilibration period, 3x10-2m KC1 is applied for 60 minutes to test tissue 
viability. The tissues are then washed extensively for 30 minutes. The concentration of the 
Compound being tested is then added for 30 minutes before constructing a cumulative 

30 concentration-response curve with BANK. The curve is considered complete when each 
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tissue fails to contract further for 2 consecutively increasing BANK concentrations. BaCl2 

(3xlO-2M ) is then added to produce a maximum reference contraction. 

Percent inhibition is determined when a tested Compound produces a statistically 
significant reduction in the magnitude of maximum contraction and is calculated as a 
5 percentage of the BaCl2 reference response. For antagonists behaving competitively, 
potencies are determined by calculating the negative log value of the apparent dissociation 
constant (pKB) for each concentration tested. Statistical significance is determined when the P 
value is <0.05 using the Student's t-test for paired comparisons. 

In general, the Compounds of the invention having NK2 antagonist activity which 
1 0 were tested demonstrated statistically significant values of the negative log apparent 
dissociation constant in Test E with a pKg value of 6 or much greater typically being 

measured. 

NK | and NK o in vivo functional assay (Test F) 

15 The activity of a compound as an antagonist of NK1 and/or NK2 receptors also may 

be demonstrated in vivo in laboratory animals as described in: Buckner et aL "Differential 
Blockade by Tachykinin NK1 and NK2 Receptor Antagonists of Bronchoconstriction Induced 
by Direct-Acting Agonists and the Indirect- Acting Mimetics Capsaicin, Serotonin and 2- 
Methyl-Serotonin in the Anesthetized Guinea Pig." J. Pharm. Exp. Ther .,1993, Vol 267(3), 

20 ppl 168-1 175. The assay is carried out as follows. 

Compounds are tested in anesthetized guinea pigs pretreated with i.v. indomethacin 
(10 mg/kg, 20 min.), propranolol (0.5 mg/kg, 15 min.), and thiorphan (10 mg/kg, 10 min). 

Antagonists or vehicle are administered i.v. and orally, 30 and 120 minutes prior to 
increasing concentrations of agonist, respectively. The agonists used in these studies are 

25 ASMSP (Ac-[Arg 6 ,Sar9,Met(0 2 ) 1 1 ]-SP(6-1 1)) and BANK (fi-ala-8 NKA4-10). 

Administered i.v., ASMSP is selective for NKj receptors, and BANK is selective for 
NK2 receptors. Maximum response is defined as zero conductance (Gl, 1/Rp). ED50 values 
are calculated (the dose of agonist resulting in a reduction of Gl to 50% of baseline), and 
converted to the negative logarithm (-logEDso). The ED50 values, obtained in the presence 

30 (P) and absence (A) of antagonist, are used to calculate a Dose Ratio (P/A), an expression of 
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potency. Data are expressed as mean ± SEM and statistical differences were determined using 
ANOVA/Tukey-Kramer and Student's t-test , with p< 0.05 considered statistically significant. 

Compounds of the present invention exhibit marked activity in the foregoing tests 
and are considered useful for the treatment of those diseases in which the NK1 and/or NK2 
5 receptor is implicated, for example, in the treatment of asthma and related conditions. 

Results of testing of representative compounds of the present invention by the above 
methods are presented in the Table I 

Table I 



Example 


TestD 


TestE 


TestF 




NKlpKb 


NK2pKb 


NK1 P/A 


NK2P/A 


1 


8.99 


8.26 


32.5 (2 hr) 


21.4 (2hr) 


2 


8.1 


8.7 


25.0 (2 hr) 


83.0 (2 hr) 


36 


8.13 


7.86 


45.0 (1 hr) 


20.6 (1 hr) 



10 



Clinical Studies 

Because of the range of effects attributable to the actions of SP, NKA and NKB, 
compounds which are capable of blocking their actions may also be useful as tools for further 
evaluating the biological actions of other neurotransmitters in the tachykinin family. As a 
1 5 result, another feature of the invention is provided by the use of a compound of Formula I or a 
salt or precursor thereof as a pharmacological standard for the development and 
standardization of new disease models or assays for use in developing new therapeutic agents 
for treating diseases in which SP or NKA are implicated or for assays for their diagnosis. 

20 EXAMPLES 

The invention will now be illustrated by the following non-limiting examples, in 
which, where applicable and unless stated otherwise: 

(i) temperatures are given in degrees Celsius (°C); unless otherwise stated, operations 
were carried out at room or ambient temperature, that is, at a temperature in the 
25 range of 18-25 °C; 
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(ii) organic solutions were dried over anhydrous magnesium sulfate; evaporation of 
solvent was carried out using a rotary evaporator under reduced pressure (600-4000 
pascals; 4.5-30 mm Hg) with a bath temperature of up to 60 °C; 

(iii) chromatography means flash chromatography on silica gel; thin layer 
5 chromatography (TLC) was carried out on silica gel plates; 

(iv) in general, the course of reactions was followed by TLC and reaction times are given 
for illustration only; 

(v) melting points are uncorrected and (dec) indicates decomposition; 

(vi) final products had satisfactory proton nuclear magnetic resonance (NMR) spectra; 
1 0 (vii) when given, NMR data is in the form of delta values for major diagnostic protons, 

given in parts per million (ppm) relative to tetramethylsilane (TMS) as an internal 
standard, determined at 300 MHz using deuterated chloroform (CDCI3) as solvent; 

conventional abbreviations for signal shape are used; for AB spectra the directly 
observed shifts are reported; coupling constants (J) are given in Hz; Ar designates 
1 5 an aromatic proton when such an assignment is made; 

(viii) solvent ratios are given in volume:volume (v/v) terms; and 

(ix) Mass spectra (MS) were run using an automated system with atmospheric pressure 
chemical ionization (APCI). Where indicated, the following alternative methods of 
ionization were used; a) desorption chemical ionization (CI) using methane reagent 

20 gas and a direct exposure probe; or b) electron impact (EI). Masses corresponding to 

the major isotopic component or the lowest mass for compounds with multiple 
masses with nearly equivalent abundance (isotope splitting) are reported. 

Terms and abbreviations: Solvent mixture compositions are given as volume 
25 percentages or volume ratios. In cases where the NMR spectra are complex, only diagnostic 
signals are reported, atm; atmospheric pressure, Boc; t-butoxycarbonyl, Cbz; benzyloxy- 
arbonyl, DCM; methylene chloride, DMF; N;N-dimethyl formamide, DMSO; dimethyl 
sulfoxide, Et 2 0; diethyl ether, EtOAc; ethyl actate, FAB; fast atom bombardment, h; hour(s), 
HPLC: high pressure liquid chromatography, min; minutes, NMR; nuclear magnetic reson- 
30 ance, psi; pounds per square inch, TFA; trifluoroacetic acid, THF; tetrahydrofiiran. 
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Examples of the compounds of the formula (I) are prepared by either reductive 
animation [process a); reacting compounds of the formula (III) and (IV)] or acylation [process 
b); reacting compounds of the formulae (V) and (VI). 

Standard reductive amination refers to the typical procedure in which a solution of an 
5 amine (1-1 .2 equivalents), an aldehyde (1-1 .2 equivalents) and acetic acid 

(2 equivalents) are stirred in methanol for 5 to 60 minutes before adding NaBH 3 CN (1 .7 
equivalents). After 1-16 h the reaction is optionally concentrated, dissolved in DCM, and 
washed with saturated sodium bicarbonate and then purified by chromatography. 

Standard acylation refers to the typical procedure in which an acid chloride (1-1.2 
10 equivalents) is added to a stirred solution of an amine (1 -1 .2 equivalents) and triethylamine 
(2 equivalents) in DCM. After 1-16 h the reaction is optionally concentrated, dissolved in 
DCM, and washed with saturated sodium bicarbonate and then purified by chromatography. 

Where noted that a final compound was converted to the citrate salt, the free base was 
combined with citric acid (1 .0 equivalents) in methanol, concentrated under reduced pressure 
15 and dried under vacuum (25-70°C). When indicated that a compound was isolated by 

filtration from E^O, the citrate salt of the compound was stirred in Et 2 0 for 12-1 8 h, removed 
by filtration, washed with Et 2 0, and dried under vacuum at 25-70°C. In a few cases the free 
base was dissolved in DCM or acetonitrile, combined with citric acid in methanol, and the 
resultant mixture concentrated and, optionally, washed with Et20. 
20 Where noted that a final compound was converted to the hydrochloride salt, a solution 

of HC1 in Et 2 0 was added with stirring to a solution of the purified free base in DCM or 
methanol. The resulting precipitate was collected by filtration and dried under vacuum. 

Example 1 
25 N-[(S)-2-(3,4-Dichlorophe 

methyl-3-cyano-l-naphthamide 

A stirred solution containing 3-cyano-l -naphthoic acid (0.1 g, 0.5 mmol), N,N-diiso- 
propylethylamine (0.16 g, 1.26 mmol), and dry DCM (2.5 mL) was treated with a solution of 
tetramethylfluoroformamidinium hexafluorophosphate (TFFH) (0.16 g, 0.60 mmol) in dry 
30 DCM (1 .0 mL). After 1 0 min, a solution containing N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[(S)- 
2-methylsulfinylphenyl]-l-piperidinyl]butyl]-N-methylamine (0.22 g, 0.5 mmol) and dry 
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DCM (0.6 mL) was added, and the solution stirred for 60 h, then diluted with DCM and 1M 
aqueous acetic acid. After mixing, the layers were allowed to separate, the organic layer was 
removed, and the aqueous layer was extracted with additional DCM (2x). The organic 
extracts were combined, washed (saturated NaHC0 3 ), dried (Na 2 S0 4 ), filtered, and the DCM 
5 evaporated in vacuo. The residue was purified by chromatography (0- 1 0% CH 3 OH in DCM) 
to give the title compound (0.25 g) as a white, foamy residue. MS: m/z 632 (M+H). The 
product was converted to the citrate salt and isolated by filtration from Et 2 0 to afford the 
N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[(S^ 

methyl-3-cyano-l-naphthamide citrate hydrate (1:1:0.75) (290 mg) as a white solid. MS: m/z 

10 632 (M+H). Analysis for C 35 H 35 C1 2 N 3 0 2 S C 6 H 8 0 7 #0.75 H 2 0: calculated: C, 58.74; H, 5.35; 
N, 5.01. found: C, 58.74; H, 5.24; N, 5.02. The title compound could also be converted, in 
similar manner, to the citrate hydrate (1.0:1.0:1 .0). 

Alternately, the above titled compound was prepared by reacting the amine with 
3-cyano-l-naphthoyl chloride. The required acid chloride was prepared as follows: a stined 

1 5 mixture containing 3 -cyano-1 -naphthoic acid (0. 1 8 g, 0.93 mmol) and dry DCM (7.5 mL) was 
treated with oxalyl chloride (0.14 g, 1.15 mmol) arid dry DMF (10 jiL) at ambient 
temperature. After 4 h, the solvent was evaporated in vacuo. The off-white solid residue was 
dissolved in dry DCM and used without further purification. Using standard acylation 
conditions 3-cyano-l-naphthoyl chloride was reacted with N-[(S)-2-(3,4-dichlorophenyl)-4- 

20 [4-[(S)-2-methylsulfinylphenyl]- 1 -piperidinyl]butyl]-N-methylamine. The product was 
converted to the citrate salt and isolated by filtration from E^O to afford the citrate salt (740 
mg) as a white solid. MS: m/z 632 (M+H). Analysis for C 34 H 35 C1 2 N 3 0 4 S •C 6 H 8 0 7 ^0.5 H 2 0 
•0.40 C 4 H 10 O 4 (Et 2 O): calculated: C, 59.26; H, 5.60; N, 4.87. found: C, 59.14; H, 5.52; N, 
4.78. In a similar manner, the title compound could also be converted to the citrate hydrate 

25 (1.0:1.0:0.5). 

The requisite N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[(S)-2-methylsulfmylphenyl]-l- 
piperidinyl]butyl]-N-methylamine was prepared as follows, 
(a) N-[(S)-2-(3,4-DicWorophenyl)-4-[4-^ 
methyl-N-Boc-amine. 

30 (S)-N-[2-(3,4-Dichlorophenyl)-4-oxobutyl]-N-methyl-N-Boc-amine (Miller, SC; WO 

9505377) (51.7 g, 149.3 mmol), 4-[(S)-2-methylsulfmylphenyl]-piperidine (Shenvi, AB; 
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Jacobs, RT; Miller, SC; Ohnmacht, CJ, Jr.; Veale, CA., WO 9516682) (36.7g, 164.3 mmol), 
and glacial acetic acid (9.9 g, 165.0 mmol) were dissolved in methanol (1000 mL), and the 
solution stirred for 15 min. Sodium cyanoborohydride (10.4 g, 165.5 mmol) was added in 
portions as a solid over 30 min. The mixture was stirred for 20 h, then treated with saturated 

5 sodium bicarbonate (500 mL). Methanol was removed in vacuo, and the aqueous residue was 
extracted with DCM (4x400 mL). The organic layer was washed with brine (300 mL), dried 
(MgS0 4 ), filtered, and concentrated in vacuo. The residue was purified by chromatography 
(0-6% methanol in DCM) to provide a white foam (77.2 g, 93%). MS: 553 (M+H). 'H-NMR 
(CDC1 3 ) 6 1.40 (s, 9H, t-QH,); 1.61-2.04 (m, 9H, CH); 2.14-2.23 (m, 2H, CH); 2.62-2.79 (m, 

10 6H, NCH 3 , SOCH3); 2.91-3.00 ( m, 3H, CH); 3.27-3.54 (m,2H, CH); 7.00-7.09 (m, 1H, 
aromatic); 7.21-7.53 (m, 5H, aromatic); 7.95-8.04 (m, 1H, aromatic). 

(b) N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[(S)-2-methylsulfinylphenyl]-l-piperidinyl]butyl]-N- 
methylamine. 

N-[(S)-2-(3 ,4-Dichlorophenyl)-4-[4-[(S)-2-methylsulfinylphenyl]- 1 -piperidinyl]butyl]- 
15 N-methylamine-N-rBoc-amine (77.0 g, 1 39.0 mmol) was dissolved in DCM (1200 mL). To 
the stirred solution was added trifluoroacetic acid (160.0 g, 1.40 mol) dropwise over 15 min. 
The mixture was stiued for 4 h, then additional trifluoroacetic acid (80.0 g, 0.70 mol) was 
added, and the mixture stirred an additional 1 .5 h. The mixture was washed with aqueous 
sodium carbonate (225 g, 1500 mL water), water (2x500 mL), then dried (MgS0 4 ). Filtration 
20 and concentration left the crude product as a yellow gum. Purification by chromatography (0- 
20% methanol/DCM) provided a light yellow foam (61.8 g, 98%). MS: 453 (M+H). 'H- 
NMR (CDCI3) 6 1.64-2.09 (m, 7H, CH); 2.27-2.35 (m, 2H, CH); 2.46 (s, 3H,NCH 3 ); 2.68 (s, 
3H, SOCH 3 ); 2.74-3.05 (m, 7H, CH); 3.39-3.78 (bs, 1H, NH); 7.07-7.10 (m, 1H, aromatic); 
7.23-7.50 (m, 5H, aromatic); 7.95-7.99 (m, 1H, aromatic). 
25 The requisite 3 -cyano-1 -naphthoic acid (Dewar, JS and Grisdale, PJ; J. Amer. Chem. 

Soc, 84, 354 1 -3546 ( 1 962) was prepared as follows. 

(c) 3-Cyano-l -naphthoic acid. 

Using the procedure of Rule, HG and Thompson, SB; J. Chem. Soc. 1764-1767 
(1937), 1,8-naphthalic anhydride was brominated and converted to 3-bromo-l -naphthoic acid 
30 This was esterified to methyl 3-bromo-l-naphthoate according to the following procedure. 
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3-Bromo-l -naphthoic acid (103.0 g, 410 mmol) was dissolved in DCM (1250 mL) and the 
solution cooled to 0°C. Oxalyl chloride (67.5 g, 532 mmol) was added in one portion 
followed by a catalytic amount of DMF (1.5 mL), and the resulting solution allowed to warm 
to ambient temperature and stir for 4 hours. The mixture was evaporated in vacuo, and the 
5 residue concentrated a second time from toluene. The resultant acid chloride was dissolved in 
methanol (1250 ml) and stirred at ambient temperature for 1 8 h. The mixture was evaporated 
in vacuo, and the residue purified by chromatography (eluent: DCM:hexanes 1 :3) to provide 
methyl 3-bromo-l-naphthoate as a white solid (106.9 g, 98%). 'H-NMR (CDC1 3 )6 4.01 (s, 
3H, C0 2 CH 3 ); 7.50-7.69 (m, 2H, aromatic); 7.78-7.87 (d, 1H, aromatic); 8.18 (s, 1H, 
10 aromatic); 8.25 (s, 1H, aromatic); 8.80-8.94 (d, 1H, aromatic). Using the procedure of Dewar, 
JS and Grisdale, PJ; J. Amer. Chem. Soc, 84, 3541-3546 (1962), methyl-3-bromo-l- 
naphthoate was converted to methyl 3-cyano-l-naphthoate and then saponified (LiOH) to the 
title compound. 

15 Example 1 A 

The title compound of Example 1 may also be prepared in the following manner: 
a) Anhydrous dimethylsulphoxide (1.69 g) in dichloromethane (5 ml) was added to oxalyl 
chloride (1 .37 g) in dichloromethane (1 2 ml) at -60°C to -50°C. N-[(S)-2- 
(3,4-dichlorophenyl)-4-oxo-butyl]-N-methyl-3-cyano-l-naphthamide (2.31 g) in 
dichloromethane (14 ml) was added to this solution, with stirring. After 30 minutes 
triethylamine (2.19 g) was added and the reaction was stirred at a low temperature for a 
further hour before being allowed to warm to ambient temperature. The reaction was 
quenched with HC1, and the organic phase was washed with HC1, saturated NaHCC>3 and 
brine. The organic phase was then added, dropwise, to a slurry of 4-[(S)-2- 
methylsulfinylphenyl]piperidine (1 .33 g) in dichloromethane at ambient temperature. After 
15 minutes borane-pyridine complex (0.25 g) was added. The reaction was stirred overnight, 
quenched with water and the dichloromethane phase was washed with brine and concentrated 
under reduced pressure to give a pale brown foam. 

This was treated with an equivalent of fumaric acid in hot ethanol. The solution was 
stirred at 70°C and allowed to cool slowly to ambient temperature to form crystals of the 
hydrogen fumarate of the title product (recrystallised from ethanol/water). 
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Example 2 

N-((S)-2-(3,44)ichlorophenyl^ 
dinyl]butyl)-N-methyI-3-cyano-l-naphthamide citrate 

In the same manner as Example 1 A, anhydrous dimethylsulphoxide in 
5 dichloromethane was added to oxalyl chloride in dichloromethane at -60°C to -50°C. 
N-[(S)-2-(3 ,4-dichlorophenyl)-4K)xo.butyl]-N-methyl-3.cyano- 1 -naphthamide in 
dichloromethane was added to this solution, with stirring. After 30 minutes, triethylamine 
was added and the reaction was stirred at a low temperature for a further 3.5 hours before 
being allowed to warm to ambient temperature. The reaction was quenched with HC1, and the 

10 organic phase was washed with HC1, saturated NaHC0 3 and brine. The organic phase was 
then added to a solution of 4-[4-methoxy-(S)-2-methylsulfinylphenyl]piperidine in methanol 
at 20°C. After 15 minutes borane-pyridine complex was added over 45 minutes. The reaction 
was stirred for 20 hours, quenched with HC1 and the dichloromethane phase was washed with 
HC1, NaHC03 and brine and concentrated under reduced pressure to give a yellow foam. 

15 This was treated with an equivalent of fumaric acid in hot ethanol. The solution was 

stirred at 70°C for 1 hour, heated to reflux and water added dropwise. After a further hour at 
reflux the mixture was allowed to cool slowly to ambient temperature to form crystals of the 
hydrogen fumarate of the title product (recrystallised from ethanol/water). 

In another procedure the title compound was prepared by reductive amination in 

20 methanol with acetic acid and sodium cyanoborohydride and was converted to the citrate salt 
as follows. 

To a stirred solution of N-[(S)-2-(3,4-dichlorophenyl)-4-oxo-butyl].N-methyl-3- 
cyano-l-naphthamide (0.154 g) and 4-(4-methoxy-2-(S)-methylsulfinylphenyl)piperidine 
(0.097 g) in 7 ml MeOH was added 35 ml of acetic acid. Mixture was stirred for 30 minutes 

25 and 0.045g of sodium cyanoborohydride was added (as a solution in 2 ml MeOH). The 
reaction mixture was stirred at room temperature under N2 atmosphere overnight (1 8 h). At 
the end of this period the reaction was quenched with 10 ml sat'd NaHCC>3, evaporated, 
dissolved in 10 ml H 2 0, and extracted with CH 2 C1 2 . The organic layers were combined, dried 
over Na 2 S04, filtered, and concentrated under reduced pressure to give a foam which was 

30 purified by chromatography on silica (19:1, CH 2 Cl 2 :MeOH w/0.5% NH 3(aq) ). Purified 
product was dissolved in 3 ml CH 2 C1 2 and treated with 50 ml Et 2 0 containing 3 ml HCl (g ) 
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sat'd Et20. After stirring for 1 0 minutes the precipitate was filtered under a steady stream of 
N2 to give 0.2 lOg of white powder; 

mp 165-170°C; 'H NMR (DMSO-d 6 ) 6 1.60-2.40 (m,5), 2.55-2.65 (m,3), 2.71 (s,3), 2.80-3.30 
(m,5), 3.36 (s,3), 3.45-3.70 (m,3), 3.82 (s,3), 6.85-7.09 (m,10), 8.10 (m,l), 8.63 (m,l), 10.64 
5 (m,l);MS:m/z662(M+H). 

The requisite 4-(4-methoxy-2-(S)-methylsulfinylphenyl)-piperidine was prepared as 
follows. 




10 (a) 2-Bromo-5-methoxyphenol (2). 

To a solution of 3-methoxyphenol (129.03 g) and benzoyl peroxide (1.00 g) in 500 mL 
1,1,1-trichloroethane (TCE) was slowly added a solution of bromine (167.90 g in 150 mL in 
1,1,1-TCE) over 1 h. During the addition the reaction flask was irradiated with a GE sunlamp 
(275 watt, 120 volt) which caused a gentle reflux to occur. The HBr released was trapped in a 

15 beaker containing a solution of 126.02 gNaHC0 3 and 800 mLH 2 0. When the addition of 
bromine was complete the reaction mixture was purged with N 2 for 20 minutes. The reaction 
mixture was extracted with saturated NaHC0 3 until the pH of the aqueous extract was neutral. 

The organic layer was dried over anhydrous Na 2 S0 4 , filtered, and concentrated under 
reduced pressure to give a reddish oil. The crude product was purified by vacuum distillation 

20 (150 °C, 150 millitor) to give 161 .78 g of a viscous liquid; *H NMR (CDC1 3 ) 5 3.77 (s, 3), 
5.57 (s, 1), 6.42 (m, 1), 6.60 (d, 1), 7.30 (d, 1). 
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(b) 2-Bromo-5-methoxy-(N,N-dimethylthiocarbamoyloxy)phenol (3). 

To a stirred solution of 2-bromo-5-methoxyphenol (161 .78 g) and 1 ,4-diazabicyclo- 
[2.2.2]octane (180.03 g) in 1 L DMF was slowly added 200 g of dimethylthiocarbamoyl 
chloride in four separate 50 g portions over 30 min. When the addition was complete the 
5 mixture was stirred overnight (1 8 h) under N 2 atmosphere. At the end of this period the 
mixture was poured into 4 L distilled H 2 0 with rapid stirring. The precipitated product was 
collected by filtration and washed with H 2 0. The crude product was air-dried for 4 h and 
crystallized from methanol to give white crystals (139.19 g); *H NMR (300 MHz, CDC1 3 ) 5 
3.38 (s, 3), 3.47 (s, 3), 3.79 (s,3 ), 6.71 (m, 2), 7.45 (m, 1); MS: m/z 290 (M+H). 

10 (c) 4-Bromo-3-(N,N ; -dimethylcarbamoylthio)methoxybenzene (4). 

A solution of 2-bromo-5-methoxy-(N > N-dimethylthiocarbamoyloxy)phenol (139.19 g) 
and N,N-diethyaniline (350 mL) was degassed (4 cycles) and then heated under reflux under 
N 2 for 3.5 h. The resulting brown solution was concentrated (short path distillation) to 
approximately 100 mL and the residue was poured into 500 mL of ice cold 6N HC1 with rapid 

1 5 stirring. The mixture was cooled to room temperature, 1 00 mL Et 2 0 was added, and a heavy 
precipitate formed which was collected by filtration. This tan precipitate (crude product) was 
briefly air-dried and set aside. The filtrate was extracted with Et 2 0. Et 2 0 extracts were 
combined, dried over MgS04, filtered, and concentrated under reduced pressure to give a 
brownish solid (additional crude product). The crude product was purified by crystallization 

20 from methanol to give off-white crystals (82.04 g). 1H NMR (300 MHz, CDCI3) 6 3.05 (br s, 
3), 3.12 (br s, 3), 3.79 (s, 3), 6.82 (dd, 1), 7.19 (d, 1), 7.55 (d, 1); MS: 290 (M+H). 
(d) 4-Bromo-3-(methylthio)-methoxybenzene (5). 

To a stirred solution of KOH (120.01 g) in 500 mL methanol was added 82.04 g of 
4-bromo-3-(N,N-dimethylcarbamoylthio)methoxybenzene. The mixture was heated under 

25 reflux under N 2 atmosphere for 2 h, then cooled to 0 °C and neutralized with 400 mL of 6N 
HC1. The mixture was cooled to 0 °C and extracted with DCM. The organic extracts were 
combined, dried over Na 2 S0 4 , filtered, and concentrated under reduced pressure to give a light 
brown liquid. This liquid was dissolved in 600 mL anhydrous DMF and treated with 80.90 g 
anhydrous K 2 C0 3 . The resulting mixture was stirred for 20 min and then 68.40 g of methyl 

30 iodide was slowly added over 15 min. The resulting mixture was stirred at room temperature 
under N 2 atmosphere overnight (18 h). At the end of this period the reaction mixture was 
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poured into 2.8 L distilled H 2 0 and extracted with Et 2 0. The organic layers were combined, 
dried over MgS0 4 , filtered, and concentrated under reduced pressure to give a pale yellow 
liquid (65.03g). 'H NMR (CDC1 3 ) 8 2.45 (s, 3), 3.80 (s, 3), 6.55 (dd, 1), 6.66 (d, 1), 7.39 
(d, 1). 

5 (e) 4-Hydroxy-4-(4-methoxy-2-methylthiophenyl)-N-Cbz-piperidine (7). 

Cerium (III) chloride heptahydrate (1 81.38 g) was heated under high vacuum at 
100 °C for 2 days then at 1 40 °C for two days. This material was transferred to a dry flask 
equipped with mechanical stirrer, suspended in 700 mL anhydrous THF, and stirred while 
cooling to -78 °C. A solution of 4-bromo-2-(methylthio)methoxybenzene in 500 mL 

1 0 anhydrous THF was cooled to -78 °C and treated dropwise with n-butylithium (1 1 1 .5 mL of a 
2.5 M solution in hexane) over 1 hour. The temperature of the reaction flask was kept below 
-70 °C during the addition. This mixture was stirred at -78 °C for 1 .5 hours and transferred 
via wide bore insulated cannula into the flask containing the stirred suspension of CeCl 3 at 
-78 °C. The resulting peach colored suspension was stirred for 1 .5 h at -78 °C and then a 

1 5 solution of 1 -benzyloxycarbonyl-4-piperidone (65 . 1 Og in 200 mL anhydrous THF) was added 
via cannula over 30 minutes. When the addition was complete the reaction mixture was 
wanned to room temperature and stirred overnight (1 8 h). At the end of this period the 
reaction mixture was quenched with 500 mL saturated NH 4 C1 and stirred for 30 minutes. The 
organic layer was decanted, concentrated under reduced pressure, and set aside. The 

20 remaining grayish suspension was stirred with 1 L DCM and filtered through Celite. The 
Celite filter cake was washed with DCM. All organic extracts were combined, dried over 
NajSO^ filtered, and concentrated under reduced pressure to give a viscous oil which was 
purified by chromatography on silica (1:1, EtOAc:hexane) to give 85.00 g of an oil. *H NMR 
(CDC1 3 ) 8 1.99 (m,2), 2.12 (m, 2), 2.52 (s, 3), 3.39 (m, 2), 3.81 (s, 3), 4.10 (m, 3), 5.15 (s, 2), 

25 6.71 (dd, 1), 6.95 (d, 1), 7.24 (d, 1), 7.37 (m, 5); MS: 387 (M+H). 
(f) 4-(4-Methoxy-2-methylthiophenyl)-N-Cbz-piperidine (8). 

To an ice-cooled, rapidly stirred slurry of 4-hydroxy-4-(4-methoxy-2-(methylthio)- 
phenyl)-N-Cbz-piperidine (50.09 g) in triethylsilane (29.12 g) was slowly added trifluoro- 
acetic acid (29.60 g). When addition was complete the mixture was warmed to room 

30 temperature and stirred overnight (1 8 h). At the end of this period the mixture was poured 
into 300 mL saturated NaHC0 3 and extracted with DCM. Extracts were combined, dried over 
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Na 2 S0 4 , filtered, and concentrated under reduced pressure to give an oil. The product was 
purified by chromatography on silica (40:1 to 20:1 gradient, DCM:EtOAc) to give 42.50 g of 
an oil. ] H NMR (CDC1 3 ) 8 1.57 (m,2), 1.83 (d,2), 2.46 (s,3), 2.91 (m,2), 3.06 (tt,l), 3.80 (s,3), 
4.33 (m,2), 5.14 (s,2), 6.68 (dd,l), 6.76 (d,l), 7.04 (d,l), 7.36 (m,5); MS: m/z 394 (m+Na). 
5 (g) 4-(4-Methoxy-2-(S)-methylsulfmylphenyl)-N-Cbz-piperidine (9). 

To a 500 mL flask was added 1 1 .56 g diethyl-D-tartrate, 140 mL anhydrous DCM, 
7.96 g titanium (IV) isoproproxide, and 0.50 g H 2 0. The pale yellow solution was stirred for 
30 minutes and then treated with 10.78 g of 4-(4-methoxy-2-methylthiophenyl)-N-Cbz- 
piperidine dissolved in 40 mL DCM. The reaction mixture was then immersed in a 

10 water/glycol bath pre-chilled to -30 °C. After stirring for 30 min (bath temperature -36°C) 5.6 
mL of a 6M solution of terr-butylhydroperoxide in nonane was slowly added to the reaction 
mixture and stirred for 6 days under N 2 atmosphere (bath temperature -38 °C). At the end of 
this period the reaction was quenched with 50 mL H 2 0 and stirred vigorously for 1 hour while 
warming to room temperature. The mixture was then treated with 100 mL of 2.5 M NaOH 

1 5 and stirred for an additional 20 min, filtered through Celite and the layers were separated. 

The filter cake was washed with DCM twice and each portion was used to extract the 
aqueous layer. The organic extracts were combined, dried over Na 2 S0 4 , filtered, and 
concentrated under reduced pressure. This gave a light yellow oil which was purified by 
chromatography on silica (4:1, EtOAc:DCM). 'H NMR (CDC1 3 ) 5 1.62 (m, 2), 1.79 (m, 2), 

20 2.86 (m, 3), 2.87 (s, 3), 4.34 (m, 2), 5.16 (s, 2), 7.00 (dd, 1), 7.18 (d, 1), 7.36 (m, 5), 7.52 (d 5 
1); MS: m/z 410 (m+Na). 

(h) 4-(4-Methoxy-2-(S)-methylsulfinylphenyl)piperidine ( 1 0). 

To a solution of KOH (1 .50 g) in 20 mL of 1 :1 EtOH:H 2 0 was added 1.23 g of 4-(4- 
methoxy-2-(S)-methylsulfinylphenyl)-N-Cbz-piperidine. The resulting mixture was heated 

25 reflux under N 2 atmosphere for 18 h, evaporated, dissolved in 10 mL H 2 0, and extracted with 
CHC1 3 . The organic extracts were combined, dried over Na^C^, filtered, and concentrated 
under reduced pressure. The resulting residue was purified by chromatography on silica 
(19:1, DCM:MeOH with 0.5% aqueous NH 4 OH) to give 0.38 g of white solid. *H NMR 
(CDCI3) 8 1.69 (m,2), 1.82 (m,2), 2.38 (m,l), 2.70 (s,3), 2.75 (m,2), 3.22 (m,2), 3.88 (s,3), 

30 7.01 (dd,l), 7.28 (d,l), 7.51 (d,l); MS: 254 (M+H). 
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The intermediate N-[2-(S)-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano- 1 - 
naphthamide was prepared as follows, 
(i) 3-Cyano- 1 -naphthoyl chloride. 

3-Cyano-l -naphthoic acid (Example 1) (15.9 g, 80.6 mmol) was suspended in DCM 
5 (450 mL). To the stirred suspension was added at ambient temperature oxalyl chloride 
(12.8 g, 100 mmol) in one portion followed by a catalytic amount (5 drops) of DMF. The 
mixture was stirred for 5 hours giving a clear solution. The mixture was concentrated in 
vacuo, and the residue concentrated twice from toluene to provide the crude acid chloride as a 
light yellow solid (17.4 g, quantitative). 'H-NMR (300 MHz, d 6 acetone) 5 7.86-7.91 (t, 1H, 
10 aromatic); 7.98-8.04 (t, 1H, aromatic); 8.28-8.32 (d, 1H, aromatic); 8.66-8.72 (d, 1H, 
aromatic); 8.80 (s, 1H, aromatic); 8.93 (s, 1H, aromatic). 

(j) N-[(S)-2-(3,4-Dichlorophenyl)-4-hydroxybutyl]-N-methyl-3-cyano-l-naphthamide. 

(S)-2-(3,4-Dichlorophenyl)-4-hydroxybutylamine (Miller, SC; WO 9410146) (20.8g, 
83.8 mmol) was dissolved in DCM (700 mL). To the stirred solution was added 10% aqueous 

15 sodium bicarbonate (300 mL), and the mixture cooled to 0 °C. A solution of 3-cyano-l- 
naphthoyl chloride (17.4 g, 80.6 mmol), dissolved in DCM (300 mL) was added dropwise 
over 30 minutes. The mixture was then allowed to warm to ambient temperature and stir for 
20 h. The layers were separated, and the aqueous phase washed with DCM (300 mL). The 
combined organic layers were dried (Na 2 S0 4 ), filtered, and evaporated in vacuo to give a 

20 white foam. Purification by chromatography (silica gel; 0-25% acetonitrile in DCM) 
provided the desired product as a white foam (27.0 g, 78%). 'H-NMR (DMSO-d 6 ) 8 1.46- 
1.60 (m, 1H, CH); 1.77-1.91 (m, 3H, CH); 4.38-4.41 (t, 1H, CH); 4.54-4.57 (t, 2H, CH); 6.43 
(broad, 1H, OH); 6.84-7.26 (m, 2H, aromatic); 7.44-7.54 (m, 3H, aromatic); 7.57-7.80 (m, 7H, 
aromatic); 8.04-8.33 (m, 2H, aromatic); 8.61 (s, 1H, aromatic). 

25 In an alternative N-[(S)-2-(3,4-dichlorophenyl)-4-hydroxybutyl]-N-methyl-3-cyano- 

1 -naphthamide may be prepared as follows: To a stirred slurry of 3 -cyano-1 -naphthoic acid 
(4.53 g) in acetonitrile (36 ml) at ambient temperature, was added 1-hydroxybenzotriazole 
(0.31 g) and subsequently (S)-2-(3,4-dichlorophenyl)-4-hydroxybutylamine (8.33 g) in 
acetonitrile. The mixture was stirred for 15 minutes before l-(3-dimethylaminopropyl)-3- 

30 ethylcarbodiimide hydrochloride (5.26 g) in 1:1 acetonitrile: water was added dropwise over 1 
hour. The mixture was stirred at ambient temperature for 1 8 hours, and HC1 (68 ml) and 
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methyl t-butyl ether (68 ml) were added consecutively. The organic phase was treated with 
NaOH, stirred at 45°C for 3 hours, cooled, washed and concentrated under reduced pressure to 
give a foam. This foam was redissolved in acetonitrile, heated to 80°C, water was added and 
then cooled to give the desired product as a white solid. 

5 (k) N-[(S)-2-(3,4-Dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l-naphthamide. 

A solution of oxalyl chloride (15.9 g, 125.4 mmol) dissolved in DCM (350 mL) was 
cooled to -78°C. DMSO (19.6 g, 251 mmol) was added dropwise over 10 minutes while 
maintaining the temperature of the reaction mixture below -70°C. The mixture was stirred for 
30 min at -78°C. A solution of N-[(S)-2-(3,4-dichlorophenyl)-4-hydroxybutyl]-N-methyl-3- 

10 cyano-1 -naphthamide (26.8 g, 62.7 mmol) was dissolved in DCM (350 mL) and added 
dropwise over 30 min while maintaining the temperature of the mixture below -70°C. The 
mixture was allowed to stir for one h at -78 °C, then warmed to -50 °C and stirred for another 
30 minutes. The mixture was cooled to -78 °C and a solution of triethylamine (25.4 g, 251 
mmol) dissolved in DCM (70 mL) was added dropwise over 10 min. The mixture was then 

1 5 allowed to warm gradually to ambient temperature and stir for 20 hours. The mixture was 
then washed with 0.5N hydrochloric acid (2x250 mL), water (250 mL), and saturated sodium 
bicarbonate (250 mL). The organic layer was dried (Na 3 S0 4 ), filtered, and concentrated in 
vacuo. The residue was purified by chromatography (silica gel; 0-20% Et 2 0 in DCM) to 
provide the desired product as a light yellow foam (26.0 g, 97%). MS: 425 (M+H). 'H-NMR 

20 (DMSO-d 6 ) 6 2.63 (bs, 3H, NCH 3 ); 2.99-3.93 (m, 5H, CH); 6.91-7.15 (m, 1H, aromatic); 
7.33-7.81 (m, 6H, aromatic); 8.62 (s, 1H, aromatic); 9.45 and 9.73 (singlets, 1H total, CHO). 

Example 3 

N-[2-(4-Chlorophenyl)-4-|4-|(S)-2-methylsulfinylphenyl]-l-piperidinyllbutyl]-N-methyl- 

25 3-nitro-l-naphthamide citrate. 

Using standard reductive amination conditions 4-[(S)-2-methylsulfinylphenyl]- 
piperidine (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CJ, Jr.; Veale, CA. WO 
95 1 6682) was reacted with N-[2-(4-chlorophenyl)-4-oxobutyl]-N-methyl-3-nitro- 1 -naph- . 
thamide and converted to the citrate salt. MS m/z 61 8 (M+H); analysis for 
30 C 3 <H 36 C1N 3 0>1 .08 C 6 H 8 0 7 #1 0}i i 0 ' calculated: C, 57.63; H, 5.57; N, 4.98; found: C, 
57.67; H, 5.47; N, 4.78. 
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The required aldehyde was prepared as follows. 

(a) 2^[3-Cyano-3^(4-chlorophenyl)]propyloxy]-2H-tetrahydropyran. 

To a stirred cooled (0 °C) mixture of 60% sodium hydride (3.73 g, 93.3 mmol) in THF (80 
mL) was added dropwise a solution of 4-chlorobenzylcyanide (13.0 g, 85.8 mmol) in THF (20 
5 mL) and the solution was stirred at room temperature for 3 h. The solution was cooled (ice 
bath) and 2-(2-bromoethoxy)-2H-tetrahydropyran (15 g, 71.7 mmol) was added dropwise and 
the solution stirred at room temperature overnight. Saturated ammonium chloride was added 
and the mixture was extracted with EtOAc. The combined organic extracts were dried 
(MgS0 4 ) ? filtered, and concentrated in vacuo. Purification by chromatography (30%, 50%, 
10 60% and 80% DCM in hexane) provided the title compound (1 9.7 g, 98% yield) as a yellow 
oil 'H-NMR (CDC1 3 ): 5 1.53-1.64 (m, 4H, CH) 1.71-1.82 (m, 2H,'CH) 2.09-2.16 (m, 2H, 
CH) 3.52-3.57 (m, 2H, CH) 3.80-3.93 (m 5 2H, CH) 4.05-4.10 (t, 1H, CH) 4.55-4.60 (m, 1H, 
CH) 7.28-7.41 (m, 4H, ArH). MS m/z 284 (M+H). 

(b) 2-[[4-Amino-3-(4-chlorophenyl)]butyloxy]-2H-tetrahydropyran. 

15 To a mixture of Raney Nickel (8.0 g) in ethanol (20 mL) was added a solution of 

2-[[3-cyano-3-(4-chlorophenyl)]propyloxy]-2H-tetrahydropyran.(25 g, 89.4 mmol) in ethanol 
(160 mL). Nitrogen was bubbled through the mixture for 5 min and ammonium hydroxide 
(30%, 120 mL) was added. The mixture was set on Parr apparatus under hydrogen (50 psi) 
for 5 days and filtered through Celite. The filtrate was concentrated, DCM and water were 

20 added and the layers separated. The organic layer was dried (MgS0 4 ) ? filtered, and 

concentrated in vacuo. Purification by chromatography (1-5% methanol in DCM) provided 
the title compound (13.0 g, 51%) as a light yellow oil. 'H-NMR (CDC1 3 ): 8 1.51 (m, 4H, CH) 
1.65 (m, 1H, CH) 1.74-1.82 (m, 2H, CH) 1.95-2.01 (m, 1H, CH) 2.76-2.97 (m, 3H, CH) 3.16- 
3.18 (m, 1H, CH) 3.41-3.44 (m, 1H, CH) 3.57-3.80 (m, 2H, CH) 4.41-4.49 (dd. 1H. CH) 7.1 1- 

25 7.16 (m,2H, ArH) 7.28-7.30 (m, 2H, ArH). MS 284 (M+H). 

(c) 4-Amino-3-(4-chlorophenyl)-l-butanol. 

To a stirred solution of 2-[[4-amino-3-(4-chlorophenyl)]butyloxy]-2H-tetrahydropyran 
(13.0 g, 45.7 mmol) in methanol (90 mL) was added 6N HC1 (1 1 mL) and the solution was 
stirred at room temperature overnight. The solvent was removed in vacuo and the residue 
30 dissolved in water. The aqueous solution was extracted with Et 2 0 ? the pH was adjusted to 14 
with 5N sodium hydroxide and the mixture was extracted with EtOAc. The combined EtOAc 
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extracts were washed with saturated sodium chloride solution, dried (MgS0 4 ), filtered and 
concentrated in vacuo to provide the title compound (9.0 g, 99%). 'H-NMR (CDC1 3 ): 8 1 .80- 
1.96 (m, 2H, CH) 2.53 (s, 3H, OH, NH) 2.71-2.75 (m, 1H, CH) 2.83-3.00 (m, 2H, CH) 3.49- 
3.57 (m, 1H, CH) 3.63-3.70 (m, 1H, CH) 7.10-7.15 (dd, 2H, ArH) 7.27-7.30 (dd, 2H, ArH). 
5 MSm/z200(M+H). 

(d) 3-(4-Chlorophenyl)-4-(ethoxycarbonylamino)-l-butanol. 

Ethyl chloroformate (4.7 mL, 49.5 mmol) was added dropwise to a stirred cooled 
(-40 °C) solution of 3 -(4-chlorophenyl)-4-amino-l -butanol (9.0 g, 45 mmol) and triethylamine 
(7.2 mL, 51.8 mmol) in DCM (125 mL). The solution was stirred at room temperature for 30 

10 min and poured into IN HC1 (60 mL). The organic layer was washed with IN HC1 (70 mL), 
saturated sodium bicarbonate (70 mL) and saturated sodium chloride; dried (MgS0 4 ), filtered 
and the solvent removed to provide the title compound (1 1.4 g, 93%) as a yellow oil. "H- 
NMR (CDC1 3 ): 8 1.18-1.23 (t, 3H CH) 1.75-1.84 (m, 1H, CH) 1.90-1.99 (m, 1H, CH) 2.94- 
2.99 (m, 1H, CH) 3.21-3.30 (m, 1H, CH) 3.47-3.65 (m, 3H, CH) 4.04-4.1 1 (q, 2H, CH) 4.58 

15 (s, 1H, OH or NH) 7.12-7.15 (d, 2H, ArH) 7.26-7.37 (m, 2H, ArH); MS m/z 272 (M+H). 

(e) 3 -(4-Chloropheny l)-4-N-methylamino- 1 -butanol . 

This material has been reported (H. Kubota, A. Kafefuda, H. Nagaoka, O. Yamamoto, 
K. Ikeda, M. Takeuchi, T. Shibanuma, Y. Isomura, Chem. Pharm. Bull., 46(2), 242-254 
(1998)); however, the preparation was not exemplified and is therefore presented here. To a 

20 stirred cooled (0 °C) mixture of lithium aluminum hydride (3.36 g, 93 mmol) and THF (55 
mL) was added dropwise a solution 3-(4-chlorophenyl)-4-(ethoxycarbonylamino)-l -butanol 
(1 1 .4 g, 42mmol) irt THF (110 mL). The mixture was heated under reflux for 1 h, cooled (ice 
bath) and saturated sodium sulfate (14 mL) was added. The mixture was stirred at room 
temperature for 30 min and sodium sulfate (14 g) was added. The mixture was stirred at room 

25 temperature for 30 min, filtered through Celite, washed with THF, and the filtrate 
concentrated in vacuo. Chromatography (1-10% methanol in DCM) provided the title 
compound (5.85 g, 65%) as a yellow oil. 'H-NMR (CDC1 3 ) 8 1 .86-1 .94 (m, 2H, CH) 2.44 (s, 
3H, CH) 2.69-2.86 (m, 5H, CH, OH andNH) 3.51-3.58 (m, 1H, CH) 3.66-3.77 (m, 1H, CH) 
7.09-7.12 (d, 2H, CH) 7.25-7.29 (d, 2H, CH). MS m/z 214 (M+H). 

30 (f) N-[2-(4-Chlorophenyl)-4-hydroxybutyl]-N-methyl-3-nitro-l-naphthalenecarboxamide. 
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To a stirred mixture of 3 -nitro-1 -naphthoic acid (Kice, JL, Lotey H; J. Org. Chem., 54, 
3596 (1989) (0.76 g, 3.5 mmol) in dry DCM (12 mL) was added oxalyl chloride (0.38 mL, 
4.38 mmol) and DMF (30 ^iL). The solution was stirred at room temperature for 3 h and 
concentrated to provide the acid chloride (0.824 g, quantitative) as a off-white solid which 
5 was used without further purification. To a stirred, cooled (0 °C) mixture of 3-(4-chloro- 
phenyl)-4-methylamino-l-butanol (0.745 g, 3.5 mmol), DCM (30 mL) and IN NaOH (4.37 
mL) was added dropwise a solution of 3-nitro-l-naphthoyl chloride (0.824 g, 3.5 mmol) in 
DCM (12 mL). The mixture was stirred at 0 °C for 2.5 h, water added, the layers separated 
and the aqueous layer was extracted with DCM. The combined organic extracts were dried 

10 (MgS0 4 ) ? filtered, and concentrated in vacuo. Chromatography (0%, 50%, 100% EtOAc in 
Et 2 0,) provided the title compound (1 .25 g, 87%) as a light yellow solid. MS m/z 413 (M+H). 
(g) N-[2-(4-Chlorophenyl)-4-oxobutyl]-N-methyl-3-nitro- 1 -naphthamide. 

To a stirred cooled (-78 °C) solution of oxalyl chloride (0.4 mL, 4.55 mmol) in DCM 
(10 mL) was added a solution of DMSO (0.64 mL, 9.10 mmol) in DCM (5 mL). The solution 

15 was stirred at -78 °C for 5 min and a solution of N-[2-(4-chlorophenyl)-4-hydroxybutyl]-N- 
methyl-3-nitro-l-naphthalenecarboxamide (1.25 g, 3.03 mmol) in DCM (6 mL) and DMSO 
(3.4 mL) was added dropwise. The solution was stirred at -78 °C for 15 min and triethylamine 
(2.54 mL, 1 8.2 mmol) was added. The solution was then stirred at -78 °C for 30 min and at 
room temperature for 2 h. DCM (75 mL) and IN HC1 (75 mL) were added, the layers 

20 separated, and the organic layer was dried (MgS0 4 ), filtered, and concentrated in vacuo. 

Chromatography (silica gel; DCM in Et 2 0, 1:1) provided the desired compound (1.15 g, 92%) 
as a light yellow solid. MS m/z 41 1 (M+H). 

Example 4 
25 N-[2-(4-Chlorophenyl)-4-[4-[(S)-2-me 
3-cyano-l-naphthamide citrate. 

Using standard reductive amination conditions 4-[(S)-2-methylsulfinylphenyl]- 
piperidine (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CJ, Jr.; Veale, CA., WO 
9516682) was reacted with N-[2-(4-chlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l-naph- 
30 thalenecarboxamide and converted to the citrate salt. { H NMR (CDCU) (amide rotational 
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isomers evident) 8 8.19 (s) ? 7.92 (m), 7.67-7.32 (br m), 6.98-6.58 (br m), 4.490.98 (br m), 
3.49-1.25 (br m), 0.87 (t, J= 7.5); MS m/z 598.3 (M+H). 
The requisite aldehyde was prepared as follows. 

(a) N-[2-(4-Chlorophenyl)-4-hydroxybutyl]-N-methyl-3-cyano- 1 -naphthamide. 

5 Oxalyl chloride (195 ^L, 2.23 mmol) was added to a solution of 3-cyano-l -naphthoic 

acid (Example 1, sub-part (c)) (400 mg, 2.03 mmol) in DCM (10 mL). The solution was 
stirred for three hours, during which time three portions (30 jiL each) of 10% DMF in DCM 
were added. The solution was concentrated to a white powder under reduced pressure, dried 
under vacuum, and dissolved in DCM (15 mL). After cooling to 0 °C, N-[2-(4-chlorophenyl)- 

10 4-hydroxybutyl]-N-methylamine (Example 3) (434 mg, 2.03 mmol, dissolved in 5 mL DCM) 
and NaOH (1.0 M, 2.54 mL) were added. After warming to room temperature stirring was 
continued overnight. The mixture was extracted with 30 mL portions of 0.5 M HC1 and 
saturated sodium bicarbonate, dried (MgS0 4 ), filtered, and concentrated under reduced 
pressure to a light yellow foam (692 mg, 1 .76 mmol, 87%). 1 H NMR (CDC1 3 ) (amide 

15 rotational isomers evident) 6 8.09 (s), 7.85 (m), 7.72-7.50 (br m), 7.43-4.35 (br m), 6.92 (d, 
J=6.3), 6.85 (d, J=7.8), 6.69 (m), 6.65 (m), 4.57 (br m), 3.99 (br m), 3.70 (m), 3.50-3.10 (br 
m), 2,67 (s), 2.03 (m), 1.89 (m), 1.58 (m); MS m/z 393,0 (M+H). 

(b) N-[2-(4-Chlorophenyl)-4-oxobutyl]-N-methyl-3-cyano- 1 -naphthamide. 

A solution of DMSO (356 (iL, 5.01 mmol) in DCM (5 mL) was added dropwise over 
20 5 min to a stirred solution of oxalyl chloride (219 fxL, 2.5 1 mmol) in DCM (5 mL) at -70 °C. 

After stirring for 15 min, N-[2-(4-chlorophenyl)-4-hydroxybutyl]-N-methyl-3-cyano- 
1-naphthamide (788 mg, 2.01 mmol) was added dropwise as a solution in DCM (5 mL). 

Stirring was continued for 45 min at -70 °C, warmed to -45 °C, and stirred for 30 min. 
The solution was cooled to -70 °C and triethylamine (1 .41 mL, 10.03 mmol) 
25 (dissolved in 5 mL of DCM) was added dropwise. After stirring 15 min, the mixture was 
allowed to warm to room temperature, diluted with DCM, and extracted with 0.5 M HC1 (30 
mL), saturated sodium bicarbonate (30 mL), dried (MgS0 4 ), and concentrated to a clear oil 
which was purified by chromatography (50% EtOAc in hexanes) to afford the product as a 
clear oil (543 mg, 1 .39 mmol, 70%). ! H NMR (CDC1 3 ) (amide rotational isomers evident) 5 
30 9.71 (s), 9.60 (s), 8.18 (m), 7.86 (t, J=7.8), 7.68-7.29 (m), 7.51 (m), 6.87, (t, J-7.2), 6.67 (d, 
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J= 8.4), 6.57 (m), 4.56 (brm), 3.98, (br m), 3.71, (brm), 3.42 (m), 2.97, (m), 2.67 (m); MS 
m/z 391.0 (M+H). 

Example 5 

5 N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-(2-^ 

butyl]-N-methyI-3-cyano-l-naphthamide citrate. 

Using standard reductive amination conditions N-[(S)-2-(3,4-dichlorophenyl)-4-oxo- 
butyl]-N-methyl-3-cyano-l-naphthamide was reacted with 4-(2-methylsuifinyl-6- 
fluorophenyl)-piperidine and converted to the citrate salt. MS m/z 650 (M+H); analysis for 
10 C 35 H 34 Cl 2 N 3 O 2 SF#1.05 C 6 H 8 0 7 *1.1 H 2 0; calculated; C, 56.87; H; 5.15; N, 4.81; found; C, 
59.88; H, 5.16; N, 4.71. 

The requisite 4-(2-methylsulfinyl-6-fluorophenyl)-piperidine was prepared as follows. 

(a) 4-(2,6-Difluorophenyl)-pyridine. 

To a stirred mixture of 4-bromo-pyridine hydrochloride (1.12g 5 5.76mmol), 
15 tetrakis(triphenylphosphine) palladium (0.2 g, 0.173 mmol), benzene (12.5 mL) and sodium 
carbonate (2.14 g ? 20.2 mmol) in water (10 mL) was added 2,6-difluorobenzene boronic acid 
(1.0 g, 6.33 mmol) in ethanol (3 mL). The mixture was heated under reflux overnight, 
extracted with EtOAc, dried (MgS0 4 ), filtered, concentrated, and purified by chromatography 
to afford the product as a white solid (0.19 g, 16%). 'H NMR (CDC1 3 ) 6 8.71 (d, 2H), 7.40 
20 (m, 3H), 7.05 (t, 2H). MS m/z 192 (M+H). 

(b) 4-(2-Thiomethyl-6-fluorophenyl)-pyridine. 

A mixture of 4-(2,6-difluorophenyl)-pyridine (0.45 g, 2.35 mmol), methyl mercaptan 
sodium salt (0.21 g, 3.00 mmol) in DMF (10 mL) was heated at 100 °C overnight. The 
mixture was diluted with EtOAC and saturated NaCl, the organic layer was dried, filtered, 
25 concentrated, and purified by chromatography to afford the product as a yellow solid (0.44 g, 
85%). 'H NMR (CDC1 3 ) 8 8.71 (d, 2H), 7.32 (m, 3H), 7.07 (d, 1H), 6.97 1, 1H), 2.39 (s, 3H). 
MS m/z 220 (M+H). 

(c) 4-(2-Thiomethyl-6-fluoro-phenyl)-piperidine. 

A mixture of 4-(2-thiomethyl-6-fluorophenyl)-pyridine (0.54 g, 2.46 mmol), HC1 (0.5 
30 mL) and Pt0 2 (0.54 g) in ethanol (20 mL) was shaken under hydrogen (50 psi) for 22 h. The 
mixture was filtered through Celite, washed with ethanol. concentrated and diluted with 
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EtOAc and saturated NaHC0 3 . The organic layer was dried, filtered, concentrated, and 
purified by chromatography to afford the product as pink solid (0.14 g, 25%). *H NMR 
(CDC1 3 ) 5 7.16 (m, 1H), 7.97 (d, 1H), 6.80 (m, 1H), 3.17 (m, 2H), 2.70 (t, 2H), 2.46 (s, 3H), 
2.08 (q, 2H), 1.70 (m, 4H). MS m/z 226 (M+H). 
5 (d) 4<2-Methylsulfinyl-6-fluoro-phenyl)-piperidine. 

A solution of 4-(2-thiomethyl-6-fluoro-phenyl)-piperidine (0.14 g, 0.62 mmol), Et 2 0 
(5 mL), and IN HC1 in Et 2 0 (0.7 mL, 0.68 mmol) was stirred 5 min at room temperature and 
evaporated. To the residue in dioxane (3.7 mL) and ethanol (1 .8 mL) was added sodium 
periodate (0.14 g, 0.654 mmol) in water (1 mL) at 0 °C. The reaction mixture was stirred at 

10 room temperature for 9 days. Solvent was evaporated and the residue was dissolved in 
methanol (5 mL). KOH (0.03 5g, 0.62mmol) in methanol (2 mL) was added and the solution 
was filtered. The filtrate was concentrated and redissolved in DCM. The solution was filtered 
again and the filtrate was concentrated to give the product as light yellow oil (0.15 g, 
quantitative). ! H NMR (CDC1 3 ) 5 7.81 (d, 1H), 7.44 (m, 1H), 7.16 (m, 1H), 3.22 (m, 2H), 2.70 

15 (m, 5H), 2.18 (m, 2H), 1.84 (s, 2H), 1.74 (d, 1H), 1.56 (d, 1H). MS m/z 242 (M+H). 

Example 6 

N-[2-(S)-(3,4-Dichlorophenyl)-4-[4-[2-methylsulfinyl-5-bromophenyl]-l-piperidinyI]- 
butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

20 Using standard reductive amination conditions N-[2-(S)-(3,4-dichlorophenyl)-4-oxo- 

butyl]-N-methyl-3-cyano-l-naphthamide was reacted with 4-(2-methylsulfinyl-5-bromo- 
phenyl)-piperidine and converted to the citrate salt. MS m/z 712 (M+H). 

The requisite 4-(2-methylsulfinyl-5-bromophenyl)-piperidine was prepared as follows, 
(a) N-Phenylmethoxy-carbonyl-4-(2-methylthio-5-bromophenyl)-piperidine. 

25 A solution containing N-phenyl-methoxy-carbonyl-4-(2-methylthiophenyl)-piperidine 

(Jacobs, R; Shenvi, A; EP 630887) (100 mg) in glacial acetic acid (0.50 mL) was frozen in a 
dry-ice/acetone cooling bath. To the frozen mixture was added a solution of bromine (68 mg) 
in glacial acetic acid (1 .00 mL) over 5 min. The reaction was warmed to room temperature 
over 1 h, heated at 40 °C for 30 min, cooled to 0 °C, then poured into crushed ice (25 mL). 

30 The mixture was extracted with EtOAc (30 mL), washed with water (15 mL), 

saturated NaHC0 3 (3x1 5 mL) and brine (1 5 mL), dried (MgS0 4 ), filtered, and concentrated 
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under reduced pressure to afford the product as an oil (60 nig). 'H NMR (CDC1 3 ) 5 1 .51 (m, 
2H), 1.75 (m, 2H), 2.82 (br s, 2H), 3.04 (m, 1H), 4.26 (br s, 2H), 5.08 (s, 2H), 6.99 (dd, J=9.0, 
3.0, 1H), 7.1 8 (d, J=2.1, 1H), 7.23 (dd, J=9.0, 3.0, 1H), 7.29 (m, 5H); MS m/z 442, 444 
(M+Na). 

5 (b) N-Phenylmethoxy-carbonyl-4-(2-methylsulfinyl-5-bromophenyl)-piperidine. 

To a solution containing N-phenyl-methoxy-carbonyl-4-(2-methylthio-5-bromo- 
phenyl)-piperidine (0.202 g) in methanol (0.67 mL), DCM (0.33 mL), and glacial acetic acid 
(1 .0 mL) was added 30% H 2 0 2 (48 uL) dropwise and stirred at room temperature for 1 8 h, 
then cooled and poured into ice-cold water (50 mL). The mixture was extracted with EtOAc 
10 (3x75 mL), washed with saturated NaHC0 3 (2x20 mL), dried (MgS0 4 ), filtered, concentrated, 
and purified by chromatography (1:1 hexane:EtOAc, then EtOAc) to afford the product (250 
mg) as a white solid. 'H NMR (CDC1 3 ) 5 1 .66 (br m, 2H), 1 .87 (m, 2H), 2.70 (s, 3H), 2.90 (br 
m, 3H), 4.36 (br s, 2H), 5.17 (s, 2H), 7.39 (m, 6H), 7.61 (dd, JM8.7, 2.1, 1H), 7.87 (d, J=8.4, 
1H); MS m/z 458, 460 (M+Na). 
15 (c) 4-(2-Methylsulfinyl-5-bromophenyl)-piperidine trifluoroacetate. 

A solution containing N-phenyl-methoxy-carbonyl-4-(2-methylsulfinyl-5-bromo- 
phenyl)-piperidine (125 mg) in trifluoroacetic acid (7.0 mL) was heated to 80 °C for 45 min. 
The reaction was cooled in an ice bath, diluted with DCM (25 mL), and concentrated. 
The residue was re-dissolved and concentrated with three portions of DCM (20 mL) to 
20 afford the product as a tan oil (140 mg). 'H NMR (CDC1 3 ) S 1.91 (br m, 1H), 2.21 (m, 3H), 
2.83 (s, 3H), 3.18 (br m, 3H), 3.52 (br s, 2H), 7.53 (s, 1H), 7.69 (d, J=7.5, 1H), 7.87 (d, J=8.4, 
1H), 8.53 (br s, 1H), 8.83 (br s, 1H); MS m/z 302, 304 (M+H). 

Example 7 

25 N-[2-(S)-(3,4-Dichlorophenyl)-4-[4-[(R,S)-2-methylsuIfinylphenyl]-l-piperidinyl)butyl]- 
N-methyl-3-cyano-l-naphthamide citrate hydrate. 

Using standard reductive animation conditions (except that acetic acid-sodium acetate 
buffer was substituted for acetic acid) N-[(S)-2-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3- 
cyano-l-naphthamide (255 mg, 0.60 mmol) was reacted with 4-[(RS)-2-methylsulfinyl- 
30 phenyl]piperidine (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht.. CJ Jr; Veale, CA; WO 
9516682) (201 mg, 0.595 mmol). converted to the citrate salt, and isolated by filtration from 
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Et 2 0 to afford the title compound (290.7 mg) as a white powder. MS m/z 632 (M+H); 
analysis for C 35 H 35 C1 2 N 3 0 2 S •C 6 H 8 0 7 •HjO: calculated: C, 58.43; H, 5.38; N, 4.98; found: C, 
58.20; H, 5.28; N, 4.95. 

5 Example 8 

N-[2-(S)-(3,4-Dichloropheny!)-4-[4-[(R)-2-methylsulfinylphenyl]-l-piperW 
methyI-3-cyano-l-naphthamide citrate hydrate. 

Using standard reductive amination conditions (except that acetic acid-sodium acetate 
buffer was substituted for acetic acid) N-[(S)-2-(3 ? 4-dichlorophenyl)-4-oxobutyl]-N-methyl-3- 

10 cyano-l-naphthamide (468 mg, 1.1 mmol) was reacted with 4-[(R)~2-methylsulfinylphenyl]- 
piperidine (piperidine (Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CJ Jr; Veale, CA; 
WO 9516682) (232 mg, 1.04 mmol), converted to the citrate salt, and isolated by filtration 
from Et 2 0 to afford the title compound (65 1 .2 mg) as a white powder. MS m/z 632 (M+H); 
analysis for C 35 H3 5 C1 2 N 3 0 2 S •C 6 H 8 0 7 #H 2 0: calculated: C, 58.43; H, 5.38; N, 4.98; found: C, 

15 58.10; H, 5.20; N, 4.82. 

Example 9 

N-[(S)-2-(3,4-Dichlorophenyl)^ 
methyl-6-cyano-l-naphthamide citrate. 

20 Using standard acylation conditions 6-cyano-l-naphthoyl chloride (prepared from 

6-cyanonaphthoic acid using oxalyl chloride) was reacted with N-[(S)-2-(3,4-dichlorophenyl)- 
4-[4-[(S)-2-methylsulfinylphenyl]-l-piperidinyl]butyl]-N-methylamine (Example 1, sub-part 
(b)) and the product was converted to the citrate salt. Analysis for 

C 35 H 35 C1 2 N 3 0 2 S 1.0*C 6 H 8 O 7 0.9*H 2 O: calculated: C, 58.56; H, 5.37; N, 5.00. found: C, 58.64; 
25 H, 5.23; N, 4.81. 

The intermediate 6-cyano-l -naphthoic acid was prepared as described below and 
proved to be advantageous over a previously published method (Dewar, MJS and Grisdale, 
PJ; J. Amer Chem. Soc, 84, 3541 (1962)). 
(a) Methyl 6-hydroxy-l-naphthoate. 
.30 To a stirred solution of 6-hydroxy-l -naphthoic acid (2.5 g, 13.3 mmol) in DCM (44 

mL) was added oxalyl chloride (1 .45 mL, 16.6 mmol) and 2 drops of DMF. The solution was 
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stirred at room temperature for 4.5 h and concentrated. Methanol (20 mL) was added to the 
reaction mixture and the solution was heated under reflux for 15 min. The solution was 
cooled to room temperature and concentrated in vacuo. Chromatography (silica gel; 1% and 
2% methanol in DCM) provided the title compound as a yellow solid (2.22 g, 83%). *H-NMR 
5 (CDC1 3 ) 5 4.00 (s, 3H, CH 3 ) 5.54 (s, 1H, OH) 7.20-7.26 (m, 2H, ArH) 7.41-7.46 (t, 1H, ArH) 
7.83-7.86 (dd, 1H, ArH) 8.01-8.04 (dd, 1H, ArH) 8.80-8.85 (d, 1H, ArH). MS m/z203 
(M+H). 

(b) Methyl 6-trifluoromethylsulfony loxy- 1 -naphthoate. 

To a stirred cooled (0 °C) solution of methyl 6-hydroxy-l -naphthoate (2.15 g, 
1 0 1 0.6mmol) in DCM (50 mL) was added triethylamine (1 .48 mL, 1 0.6 mmol) and trifluoro- 
methanesulfonic anhydride (1.79 mL, 10.6 mmol). The solution was poured into saturated 
sodium bicarbonate, the layers separated and the aqueous layer was extracted with EtOAc. 

The combined organic layers were dried (MgSQ 4 ), filtered and concentrated in vacuo 
to provide the title compound as a yellow oil (4.23 g). l H-NMR (CDC1 3 ) (contains triethyl- 
15 amine) 5 4.00 (s, 3H, CH 3 ) 7.48-7.52 (dd, 1H, ArH) 7.60-7.65 (t, 1H, ArH) 7.80-7.81 (d, 1H, 
ArH) 8.04-8.07 (d, 1H, ArH) 8.28-8.32 (d, 1H, ArH) 9.06-9.09 (d, 1H, ArH). MS m/z 335 
(M+H). 

(c) Methyl 6-cyano-l -naphthoate. 

To a stirred solution of methyl 6-trifluoromethylsulfonyloxy-l -naphthoate (3.5 g, 10.5 
20 mmol) in DMF (14 mL) was added zinc cyanide (0.86 g, 7.33 mmol) and 

tetrakis(triphenylphosphine) palladium (0.48 g, 0.415 mmol). The solution was heated at 
80 °C for 45 min and poured into a solution of saturated sodium bicarbonate. The mixture 
was extracted with EtOAc, the combined organic layers were dried (MgS0 4 ), filtered, and 
concentrated in vacuo. Chromatography (silica gel; EtOAc in hexane, 1 :9) provided the title 
25 compound (1 .00 g, 45% over 2 steps) as a white solid. 'H-NMR (CDC1 3 ) 5 4.03 (s, 3H, CH) 
7.65-7.67 (t, 1H, ArH) 7.73-7.76 (dd, 1H, ArH) 8.07-8.10 (d, 1H, ArH) 8.28 (d, 1H, ArH) 
8.35-8.38 (d, 1H, ArH) 9.10 (d, 1H, ArH). MS m/z 212 (M+H). 

(d) 6-Cyano-naphthoic acid. 

To a stirred solution of methyl 6-cyano-l -naphthoate (1.0 g, 4.73 mmol) in THF (55 
30 mL) and water (22 mL) was added IN NaOH (10 mL, 9.93 mmol) and enough methanol to 
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clarify the solution. The solution was stirred at room temperature overnight and concentrated 
in vacuo. The aqueous residue was acidified to pH 1 with IN HC1 and extracted with EtOAc. 

The combined organic layers were dried (MgS0 4 ), filtered and concentrated in vacuo 
to provide the desired compound (0.767 g, 82%) as a white solid. l H-NMR (DMSO d 6 ) 8 
5 7.75-7.80 (t, 1H, ArH) 7.91-7.95 (dd, 1H, ArH) 8.25-8.36 (m, 2H, ArH) 8.71 (d, 1H, ArH) 
9.02-9.08 (d, 1H, ArH) 13.4 (s, 1H, acid). MS m/z 196 (M-l). 

Example 10 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[(S)-2-methyIsulfinylphenyl]-l-piperidinyl]butyl]-N- 
10 methyl-4-cyano-l-naphthamide citrate. 

A mixture containing 4-cyano-l -naphthoic acid (0.090 g, 0.45 mmol), DCM (3 mL), 
oxalyl chloride (0.063 g, 0.50 mmol) and DMF (approximately 5 \iL) was stirred for 3 h and 
concentrated to provide 4-cyano-l -naphthoyl chloride as an off-white solid which was used 
directly. Using standard acylation conditions 4-cyano-l -naphthoyl chloride (0.090 g) was 
1 5 reacted with N-[(S)-2-(3 s 4-dichlorophenyl)-4-[4-[(S)-2-methylsulfinylphenyl]-l-piperidinyl]- 
butyl]-N-methylamine to afford the free base (0.215 g) which was converted to the citrate salt. 
MS m/z 631 (M+H). 

The requisite 4-cyano-l -naphthoic acid was prepared as follows. 

(a) Methyl 4-bromo-l -naphthoate. 

20 A solution of 4-bromo-l -naphthoic acid (Fischer. A; et al, J. Chem. Soc, 1426 (1958)) 

oxalyl chloride (2.56 g), and DMF (5 \xL) in DCM (100 mL) was stirred for 3 h, concentrated, 
then redissolved in DCM (5 mL). Methanol was added and stirring continued overnight. 

Following concentration and purification by chromatography (DCM) the product was 
afforded as a white solid (4.85 g). I HNMR(DMSO-d 6 ): 8 8.83-8.77 (m, 1 H), 8.31-8.25 (m, 

25 1 H), 8.01 (s, 1 H), 7.82-7.75 (m, 2H), 3.96 (s, 3 H); MS m/z 265 (M+H). 

(b) 4-cyano- 1 -naphthoic acid. 

A solution of methyl 4-bromo-l -naphthoate (0.509 g) copper (I) cyanide, (0.174 g), 
1 drop of pyridine, and DMF (5 mL) was heated under reflux at 180 °C for 5 h. The hot 
solution was poured into 10 mL of aqueous concentrated NH 4 OH and extracted with DCM. 
30 . The organic phase was washed successively with IN HC1 (20 mL) and brine (40 mL), 
dried (Na 2 S0 4 ), filtered, and concentrated to afford methyl 4-cyano-l -naphthoate a colorless 
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oil (0.213 g). MS m/z 196 (M-l). 'HNMR (DMSO-d 6 ): 8 8.74-8.69 (m, 1 H), 8.29-8.15 (m, 
3 H), 7.92-7.83 (m, 2H), 3.99 (s, 3 H). The methyl ester was saponified by stirring a solution 
of the methyl ester, LiOH*H 2 0 (1 equivalent), THF (3 mL), water (1 mL) and methanol 
(1 mL) overnight at room temperature. The solution was diluted with saturated sodium 
5 bicarbonate and extracted with Et 2 0. The aqueous layer was acidified to pH 2 by addition of 
IN HC1 and extracted with Et 2 0. The organic layer was washed with water (30 mL) and brine 
(40 mL), dried (sodium sulfate), filtered, and concentrated to afford 4-cyano-l -naphthoic acid 
as an oil. 

10 Example 11 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[(S)-2-methylsulfinylphenyl]-l-piperidinyl]- 
butyl]-N-methyl-3,6-dicyano-l-naphthamide citrate. 

Using standard acylation conditions N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[(S)-2-methyl- 
sulfinylphenyl]- 1 -piperidiny l]butyl]-N-methylamine was reacted with 3 ,6-dicyano- 1 - 
15 naphthoyl chloride (prepared from 3, 6-dicyano-l -naphthoic acid using oxalyl chloride) and 
the product was converted to the citrate salt. MS m/z 657.2 (M+H). 
The requisite carboxylic acid was prepared as follows. 

(a) 3 -Cyano-6-methoxy-l -naphthoic acid. 

A solution of ethyl 3-bromo-6-methoxy-l-naphthoate (Wrobel, et al; J. Med. Chenu 
20 34, 2504 (1991) (206 mg, 0.66 mmol), Zn(CN) 2 , and tetrakis(triphenylphosphine) palladium 
(36 mg, 0.03 1 mmol) in DMF (12 mL) was stirred at 80 °C for 1 h. The mixture was diluted 
with DCM, washed with water, dried (MgS0 4 ), filtered and concentrated to a yellow 
precipitate, and purified by chromatography (5% EtOAc in hexanes) to afford methyl 
3-cyano-6-methoxy-l-naphthoate as a white powder (150 mg, 0.588 mmol, 88%). The ester 
25 was saponified by stirring in 2% water in THF with 1 .5 equivalents of LiOH at 80 °C for 3 h 
to afford the title compound. 'H NMR (CDC1 3 ) 8 8.99 (d, J=9.6, 1H), 8.33 (s, 1H), 7.45 (dd, 
J=9.3, 2.7, 1H), 7.26 (s, 1H), 7.22 (d, J=2.4, 1H). 

(b) 3-Cyano-6-hydroxy- 1 -naphthoic acid. 

A mixture of ethyl 3-cyano-6-methoxy- 1 -naphthoate (7 1 5 mmoh 2.80 mmol) and 
30 pyridine hydrochloride (4.0 g) was heated at 200 °C for 3 h. After cooling the solid was 
dissolved in IN HC1 and extracted into DCM, dried (MgS0 4 ), filtered and concentrated to a 
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tan precipitate (559 mg, 2.62 mmol, 94%). 'H NMR (DMSO d 6 ) 5 10.38 (s ? 1H), 8.73 (d, 
J=9.3, 1H), 8.61 (s, 1H), 8.03 (s, 1H), 7.38 (m, 2H). 

(c) Ethyl 3-cyano-6-hydroxy- 1 -naphthoate. 

To a stirred solution 3-cyano-6-hydroxy-l -naphthoic acid (363 mg ? 1 .70 mmol), 
5 oxalyl chloride (1 .0 mL) in DCM (15 mL) was added 3 drops of DMF over 2 h. The solvent 
was removed under reduced pressure, methanol (20 mL) was added, followed by triethyl- 
amine (0.5 mL). After stirring for 2 h the solvent was removed under reduced pressure, the 
residue was dissolved in DCM, washed with IN HC1, then saturated sodium bicarbonate, 
dried (MgS0 4 ), and concentrated to a yellow precipitate (346 mg, 1 .52 mmol, 89%). *H NMR 
10 (CDC1 3 ) 8 8.92 (d, J=9.3, 1H), 8.21 (s, 1H), 8.17 (s, 1H), 7.37 (dd, J=9.3, 2.1, 1H), 7.26 (s, 
2H),4.02(s ? 3H). 

(d) Ethyl 3-cyano-6-trifluoromethylsulfonyloxy- 1 -naphthoate. 

To a cooled (0 °C) solution of ethyl 3-cyano-6-hydroxy-l -naphthoate (346 mg, 1.52 
mmol) and triethylamine (254 jiL) in DCM was added trifluoromethanesulfonic anhydride 

15 (307 ^L). The mixture was allowed to warm to room temperature with mixing, and after 2 h 
was quenched by addition of methanol (2 mL), concentrated, and purified by chromatography 
(20% EtOAc in hexanes) to afford the product as a white precipitate (438 mg, 1 .22 mmol, 
80%). 'H NMR (CDCI3) 8 9.20 (d, J=9.6, 1H), 8.41 (s, 1H), 7.88 (d, J=2.7, 1H), 7.66 (dd, 
J=9.6, 2.7, 1H), 4.06 (s, 3H). 

20 (e) Ethyl 3, 6-dicyano-l -naphthoate. 

A solution of ethyl 3-cyano-6-trifluoromethylsulfonyloxy-l -naphthoate (438 mg, 1.22 
mmol), Zn(CN) 2 (86 mg, 0.732 mmol) and tetrakis(triphenylphosphine) palladium (59 mg, 
0.051 mmol) in DMF (8 mL) was stirred at 80 °C for 1 h. The mixture was diluted with Et 2 0, 
washed with water, dried, (MgS0 4 ), filtered, and concentrated. Following chromatographic 

25 purification (DCM) the product was recovered as a white powder (267 mg, 1.13 mmol, 93%). 
>H NMR (CDCI3) 5 9.18 (d, J=9.0, 1H), 8.50 (s, 1H), 8.45 (s, 1H), 8.34 (s, 1H), 7.91 (dd, 
J=9.0, 1.5, 1H), 4.06 (s, 3H). The ester was saponified by stirring with 1.2 equivalents of 
LiOH in 3% water in THF at 80 °C for 2 h. The mixture was concentrated under reduced 
pressure and diluted with DCM resulting in precipitation of the desired product which was 

30 isolated as a white powder by filtration. 
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Example 12 
N-[2-(S)-(3,4-Dichlo™ 

methyl-3,4-dicyano-l-naphthamide citrate hydrate. 

To a stirred solution of 3, 4-dicyano-l -naphthoic acid (121 mg, 0.542 mmol) in dry 
5 DCM (5 mL) was added oxalyl chloride (80.0 mg, 0.63 mmol) and DMF (10 jiL). After 3 h 
at room temperature DCM was removed in vacuo to afford 3, 4-dicyano-l -naphthoyl chloride. 

Using standard acylation conditions 3 ,4-dicyano-l -naphthoyl chloride was reacted 
with N-[(S)-2-(3,4-dicMorophrayO 

methylamine (271 mg, 0.597 mmol), converted to the citrate salt, and isolated by filtration 

10 from Et 2 0 to afford the title compound (291 .7 mg) as a white powder. MS m/z 657 (M+H); 
analysis for C 36 H 3 4C1 2 N 4 0 2 S •C 6 H 8 0 7 ^0: calculated: C, 58.13; H, 5.1 1; N, 6.46; found: C, 
58.20; H, 5.03; N, 6.36. 

The required 3, 4-dicyano-l -naphthoic acid was prepared as follows. 
3 ,4-Dicyano-l -naphthoic acid. 

15 A mixture containing methyl 3,4-dibromo-l-naphthoate (126 mg, 0.366 mmol), 

copper (I) cyanide (618 mg, 6.89 mmol), pyridine (0.1 mL), and dry N-methylpyrrolidinone 
(2.0 mL) was heated at approximately 150 °C for 1 h, cooled to room temperature, diluted 
with water, NH 4 OH and EtOAc. The mixture was stirred briefly and filtered. The organic 
phase was separated and the aqueous phase extracted with additional EtOAc. The combined 

20 organic extracts were washed (dilute aqueous NH 4 OH and saturated NaHC0 3 ), dried 
(Na 2 S0 4 ), filtered, and EtOAc was removed in vacuo. The products were separated by 
chromatography (5-15% EtOAc in hexane and hexane:DCM (2:1)) to afford methyl 3,4- 
dicyano-l-naphthoate (22 mg; 25%) ['H NMR (CDC1 3 ) 6 9.01 (m, 1H), 8.41 <m, 1H), 8.36 (s, 
1H), 7.9 (m, 2H), 4.08 (s, 3H); MS (EI) m/z 236 (M)], methyl 3-bromo-4-cyano-l-naphthoate 

25 (21.9 mg; 20.6%) [ l H NMR (CDC1 3 )5 8.86 (m, 1H), 8.31 (s, 1H), 8.28 (m, 1H), 7.75 (m, 2H), 
4.05 (s, 3H); MS (EI) m/z 289 (M),], and methyl 4-bromo-3-cyano-l-naphthoate (28.3 mg; 
26.6%) [ J H NMR (CDCI 3 ) 5 9.02 (m, 1H), 8.43 (m, 1H), 8.28 (s, 1H), 7.8 (m, 2H), 4.04 (s, 
3H); MS (EI) m/z 289 (M)]. The esters were separately saponified by stirring with 1.1-1.2 
equivalents of LiOH in THF:water:methanol (20:10:1) at room temperature. The solutions 

30 were concentrated in vacuo, diluted with additional water, acidified with IN HC1, extracted 
with EtOAc, dried (Na 2 S0 4 ), filtered, and the EtOAc was removed in vacuo to afford the 
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individual carboxylic acids. Prior to use, the 3,4-dicyano-l -naphthoic acid was further 
purified by chromatography (10-20% methanol in DCM) to afford the title compound (15.3 
mg, 87%) as an off-white solid. MS (EI) m/z 222 (M). 

The required 3,4-dibromo-l-naphthoate was prepared as follows. 
5 (a) Methyl 3 ,4-dibromo-l-naphthoate. 

To a stirred mixture of anhydrous cupric bromide (7.95 g 3 35.6 mmol) and dry 
acetonitrile (30 mL) was added a solution of methyl 3-amino-l-naphthoate (Adcock, W; 
Dewar, MJS; J. Am. Chem. Soc, 89, 386 (1967)) (2.35 g, 1 1.68 mmol) in dry acetonitrile (10 
mL). The dark mixture was stirred at room temperature for 2 h, cooled (ice bath), and tert- 

10 butyl nitrite (1.83 g 5 17.76 mmol) added dropwise over approximately 10 min.. The dark 
green-black mixture was allowed to warm to room temperature and stirred overnight. The 
mixture was treated with water (100 mL) and 3N HC1 (100 mL), concentrated in vacuo, and 
extracted with DCM. The DCM extracts were washed (saturated NH 4 C1), dried (Na 2 S0 4 ), 
filtered, DCM was removed in vacuo, and the residue purified by chromatography (4:1 

15 hexane:DCM) to afford the desired compound (3.72 g; 93%) as an off-white solid. ] H NMR 
(CDC1 3 ) 6 8.89 (m, 1H), 8.41 (m, 1H), 8.34 (s, 1H), 7.66 (m, 2H), 4.01 (s, 3H); MS (EI) m/z 
344 (M). 

Example 13 
20 N-[2-(3,4-Difluorophenyl)-4-[4^ 
methyl-3-nitro-l-naphthamide citrate. 

Using standard reductive amination conditions 4-[(S)-2»methylsulfinylphenyl]- 
piperidine (Shenvi, AB; Jacobs, RT; Miller, SC; Ohninacht, CJ, Jr.; Veale, CA., WO 
9516682) was reacted with N-[2-(3 > 4-difluorophenyl)-4-oxobutyl]-N-methyl-3-nitro-l-naph- 
25 thamide and converted to the citrate salt. MS m/z 620 (M+H). Analysis for C 34 H3 5 F 2 N30 4 S 
•1.0 C 6 H 8 0 7 •l.O H 2 0: calculated: C, 57.89; H, 5.47; N, 5.06. found: C, 57.78; H, 5.32; N, 
4.96. 

The required aldehyde was prepared as follows, 
(a) 24[3-Cyano-3-(3,4-difluorophenyl)]propyloxy]-2H-tetrahydropyran. 
30 To a stirred cooled (0°C) mixture of 60% sodium hydride (4.12 g, 103mmol) in THF 

(95 mL) was added dropwise a solution of 3,4-difluorobenzyl cyanide (15.0 g, 98 mmol) in 
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THF (25 mL) and the solution was stirred at room temperature for 3 h. The solution was 
cooled (ice bath) and 2-(2-bromoethoxy)-2H-tetrahydropyran (20.5 g, 98 mmol) was added 
dropwise and the solution stirred at room temperature overnight. Saturated ammonium 
chloride was added and the mixture was extracted with EtOAc. The combined organic 
5 extracts were dried (MgS0 4 ), filtered, and concentrated in vacuo. Chromatography (20%, 
90% and 95% DCM in hexane) provided the title compound (16.05 g, 58%) as a yellow oil. 
'H-NMR (CDC1 3 ) 8 1.55-1.63 (m, 4H, CH 2 ) 1.75-1.80 (m, 2H, CH 2 ) 2.10-2.19 (m, 2H, CH 2 ) 
3.52-3.58 (m, 2H, CH 2 ) 3.82-4.06 (m, 2H, CH 2 ) 4.08-4.1 1 (t, 1H, CH) 4.56-4.60 (m, 1H, CH) 
7.08-7.27 (m, 3H, ArH). 

1 0 (b) 2-[[4-Amino-3-(3,4-difluorophenyl)]butyloxy]-2H-tetrahydropyran. 

To a mixture of Raney Nickel (5.6 g) in ethanol (20 mL) was added 2-[[3-cyano-3- 
(3,4-difluorophenyl)]propyloxy]-2H-tetrahydropyran (8.34 g, 89.4 mmol) in ethanol (144 
mL). Ammonium hydroxide (30%, 120 mL) was added and the mixture was set on Parr 
apparatus under hydrogen (50 psi) for 4 days. The hydrogenation reaction was combined with 

1 5 a similar reaction (7.70 g, 27.4 mmol of starting nitrile) and filtered through Celite. The 
filtrate was concentrated, DCM and water were added and the layers separated. The organic 
layer was washed twice with water, dried (Na 2 S0 4 ), filtered, and concentrated in vacuo to 
yield 15.40 g (95%) of the title compound as a yellow oil. MS m/z 286 (M+H). 

(c) 4- Amino-3 -(3 ,4-difluoropheny 1)- 1 -butanol . 

20 To a stirred cooled (5°C) solution of 2-[[4-amino-3-(3,4-difluorophenyl)]butyloxy]- 

2H-tetrahydropyran (14.18 g, 49.7 mmol) in methanol (100 mL) was added dropwise 6N HC1 
(1 1 mL) and the solution was stirred at room temperature overnight The reaction mixture was 
poured into water and DCM, and the layers separated. The aqueous phase was basified with 
5N NaOH and extracted with DCM. The combined DCM extracts were dried (Na 2 S0 4 ), 

25 filtered, and concentrated in vacuo to provide the title compound as a white solid (8.45 g, 
85%). J H-NMR (300 CDC1 3 ) 5 1 .80-1 .94 (m, 2H, CH) 2.28 (br s, 3H, NH 2 , OH) 2.69-2.76 
(m, 1H, CH) 2.81-2.88 (dd, 1H, CH) 2.94-2.99 (dd, 1H, CH) 3.49-3.57 (m, 1H, CH) 3.64-3.71 
(m, 1H, CH) 6.88-7.18 (m, 3H, ArH). MS m/z 202 (M+H). 

(d) 3-(3,4-Difluorophenyl)-4-(ethoxycarbony lamino)- 1 -butanol. 

30 Ethyl chloroformate (3.9 mL, 40.8 mmol) was added dropwise to a stirred cooled 
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(-40 °C) solution of 4-amino-3-(3,4-difluorophenyl)-l -butanol (7.45 g, 37 mmol) and triethyl- 
amine (5.94 mL, 42.6 mmol) in DCM (1 80 mL). The solution was stirred at room 
temperature for 30 min and at room temperature overnight. The material was washed twice 
with IN HC1, twice with saturated sodium bicarbonate; dried (Na 2 S0 4 ) ? filtered and the 
5 solvent removed to provide the title compound (8.85 g, 88%) as a yellow oil. 'H-NMR 
(CDC1 3 ) 8 1.18-1.23 (t, 3H, CH) 1.72-1.98 (m, 3H) 2.96-3.00 (m, 1H, CH) 3.24-3.29 (m, 1H, 
CH) 3.45-4.04 (m, 3H, CH), 4.06-4.14 (m, 2H, CH) 4.66 (br. s, 1H, OH or NH) 6.91-7.37 (m. 
3H, ArH). MS m/z 274 (M+H). 

(e) 3 -(3 ,4-Difluorophenyl)-N-methy 1-4-amino- 1 -butanol . 

10 To a stirred cooled (-10 °C) mixture of lithium aluminum hydride (2.46 g, 65 mmol) 

and dry THF (50 mL) was added dropwise a solution of 3-(3,4-difluorophenyl)-4-(ethoxy- 
carbonylamino)-l -butanol (8.85 g, 32.4 mmol) in THF (40 mL). The solution was heated 
under reflux for 1 .25 h, cooled (ice bath) and saturated sodium sulfate (1 50 mL) solution was 
added dropwise. The mixture was stirred at room temperature for 1 hr, filtered through Celite, 

15 washed with THF and the solvent removed in vacuo. The residue was dissolved in DCM, 
washed with water, dried (Na 2 S0 4 ), filtered and the solvent removed in vacuo. Purification by 
chromatography (2-5% and 10% methanol in DCM) provided the title compound (5.20 g, 
75%) as a pale green oil. 'H-NMR (CDC1 3 ) 6 1 .85-1 .96 (m, 2H, CH) 2.45 (s, 3H, CH 3 ) 2.74- 
2.85 (m, 3H, CH) 3.37 (br s, 2H, NH, OH) 3.50-3.58 (m, 1H, CH) 3.66-3.73, m, 1H, CH), 

20 6.87-7.35 (m, 3H, ArH). MS m/z 216 (M+H). 

(f) N-[2-(3,4-Difluorophenyl)-4-hydroxybutyl]-N-methyl-3-nitro- 1 -naphthamide. 
To a stirred cooled (0°C) mixture of 3-(3,4-difluorophenyl)-N-methyl-4-amino-l- 

butanol (0.781 g, 3.63 mmol) in DCM (30 mL) and IN NaOH (4.53 mL) was added dropwise 
a solution of 3-nitro-l-naphthoyl chloride (Example 3) (0.855 g, 3.63 mmol) in DCM (12 
25 mL). The mixture was stirred at 0 °C for 2.5h, water was added and the mixture was extracted 
with DCM. The combined organic layers were dried (MgS0 4 ), filtered, and concentrated in 
vacuo. Purification by chromatography (0%, 50%, 100% EtOAc in Et 2 0) provided the title 
compound (1.25 g, 83%) as a light yellow solid. MS m/z 415 (M+H). 

(g) N-[2-(3, 4-Difluorophenyl)-4-oxobutyl]-N-methy 1-3 -nitro-1 -naphthamide. 

30 To a stirred cooled (-78 °C) solution of oxalyl chloride (0.39 mL, 4.52 mmol) in DCM 

(10 mL) was added DMSO (0.64 mL, 9.05 mmol) in DCM (5 mL). The solution was stirred 
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at -78 °C for 5 min and a solution of N-[2-(3,4-difluorophenyl)-4-hydroxybutyl]-N-methyl-3- 
nitro-l-naphthamide (1.25 g, 3.02 mmol) in DCM (6 mL) and DMSO (3.4 mL) was added 
dropwise. The solution was stirred at -78 °C for 15 min and triethylamine (2.52 mL, 18.1 
mmol) was added. Stirring was continued at -78 °C for 30 min and then at room temperature 
5 for 2 h. DCM (75 mL) and IN HC1 (75 mL) were added, the layers separated, and the organic 
layer was dried (MgS0 4 ), filtered, and concentrated in vacuo. Purification by chromatography 
(silica gel; 50% Et 2 0 in DCM (v/v)) provided the desired compound (1.15 g, 93%) as a light 
yellow solid. MS m/z 4 1 3 (M+H). 

10 Example 14 

N-[(S)-2-(3,4-Dichlorophe^ 

methyl-3-nitro-l-naphthamide citrate hydrate (1:1:0.75). 

To a stirred solution of 3 -nitro-1 -naphthoic acid (Kice, JL; Lotey H; J. Org. Chem., 54, 
3596 (1989)) (0.36 g, 1.66 mmol) in DCM (2 mL) was added oxalyl chloride (0.26 g, 2.06 

15 mmol) dropwise via syringe. DMF (5 |iL) was added and the solution was stirred overnight at 
room temperature. DCM was removed in vacuo, toluene (2 mL) was added and also removed 
in vacuo. The residue was dried under high vacuum for 2 h and used without further 
purification. Using standard acylation conditions 3-nitro-l-naphthoyl chloride was reacted 
with N-[(S)-2<3,4-dichlorop 

20 methylamine and converted to the citrate salt. MS: 652 (M+H); analysis for C3 4 H 35 C, 2 N 3 0 4 S 
C 6 H 8 0 7 0.75*H 2 O: calculated: C, 56.87; H, 5.13; N, 4.97; found: C, 56.01; H, 5.17; N, 4.80. 
The title compound was also converted to the citrate hydrate etherate (1.0:1 .0:0.5:0. 1 5). 

Example 15 
25 N-[(S)-2-(3,4-DichlorophenyO 

methyl-6-nitro-l-naphthamide citrate. 

A solution of 6-nitro-l -naphthoic acid (0.2 g, 0.922 mmol) (Dewar, MJS and Grisdale, 
PJ; J. Amer Chem. Soc, 84, 3541 (1962)) in thionyl chloride (2 mL) was heated under reflux 
for 3 h. The solution was concentrated in vacuo then residual solvent was coevaporated twice 
30 with toluene to yield the acid chloride (0.21 7 g, quantitative) as a off white solid which was 
used without further purification. Using standard acylation conditions 6-nitro-l-naphthoyI 
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chloride was reacted with N-[(S)-2-(3,4-dichlorop^ 

piperidinyl]butyl]-N-methylamine, converted to the citrate salt, and isolated by filtration from 
Et 2 0 MS m/z 652 (M+H); analysis for C 34 H 35 C1 2 N 3 0 4 S C 6 H 8 0 7 *H 2 0: calculated: C, 55.68; H, 
5.26; N, 4.87; found: C, 55.78; H, 5.20; N, 4.75. 

5 

Example 16 

N-[2-(S)-(3,4-Dichlorophenyl)-4-[4-K^ 
dinyl]butyl)-N-methyl-3-methylsulfonyI-l-naphthamide. 

Using standard acylation conditions 0.450 g of N-[(S)-2-(3,4-dichlorophenyl)-4-[4- 
10 [(S)-2-methylsulfinylphenyl]-l-piperidinyl^^^ (Example 1, 

sub-part (b)) was reacted with 0.234 g of 3-methylsulfinyl-l -naphthoyl chloride and the 
resulting product was converted to the hydrochloride salt. The requisite acid chloride was 
prepared from the corresponding acid using oxalyl chloride; under these conditions the 
sulfoxide was oxidized to the sulfone. ! H NMR (DMSO-d 6 ) 1 .9 (m, 2H), 2.75 (s, 3H), 3.2 (m, 
15 3H), 3.4 (s, 3H), 7.0-8.0 (m, 11H), 8.3 (m,TH), 8.6 (s, 1H); MS m/z 685 (M+H); mp 175-180 
°C. 

The requisite 3 -methylsulfinyl-1 -naphthoic acid was prepared as follows. 




(a) Methyl 3-N,N-dimethylthiocarbamoyloxy- 1 -naphthoate. 

A solution of 3 -hydroxy- 1 -naphthoate in DMF (100 mL) was treated with 1,4-diaza- 
bicyclo[2,2,2]octane (2.24 g) and N,N-dimethylthiocarbomoyl chloride (2.48 g). After 
stirring for 16 h at ambient temperature the mixture was poured into ice cold water (200 mL) , 
25 stirred for 4 h 5 and filtered to collect the solid which. was washed with water and dried to 
afford titled material. ] H NMR (CDC1 3 ) 5 3.4 (s, 3H), 3.5 (s, 3H), 3.96 (s, 3H), 7.6 (m, 2H), 
7.7 (d, J=5 5 1H), 7.8 (m, 1H), 8.0 (d, J=5, 1H), 9.0 (d, J=15, 1H), MS m/z 258 (M-OCH 3 ). 
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(b) Methyl 3-(>J,N-dimethylcarbamoylthio)-l~naphthoate. 

A solution of methyl 3-N,N-dimethylthiocarbamoyloxy)-l-naphthoate in N,N- 
dimethylaniline (30 mL) was heated under reflux for 20 h, cooled, and poured into 
concentrated hydrochloric acid containing ice. The solid precipitate was collected by 
5 filtration, washed with water, and dried to obtain the titled material l H NMR (CDC1 5 ) 8 3.0 
(s, 3H) , 3.2 (s, 3H), 4.0 (s, 3H), 7.6 (m, 1H), 7.7 (m, 1H), 7.8 (d, J=10, 1H), 8.2 (s ? 1H), 8.3 
(d, J=2, 1H), 9.0 (d ? J=10, 1H); MS m/z 258 (M-OMe). 

(c) 3-Thio- 1 -naphthoic acid. 

A solution of 0.91 g of methyl 3-N,N-dimethylcarbamoykhio-l -naphthoate in 
10 methanol was treated with 1 .3 g of potassium hydroxide and the reaction mixture was heated 
under reflux for lh. The mixture was concentrated, dissolved in water and extracted with 
Et 2 0. The aqueous layer was acidified with hydrochloric acid and the resulting precipitate 
was filtered and dried to afford 0.56 g of the titled product. 

(d) Methyl 3-thiomethyl- 1 -naphthoate. 

15 A solution of 3-thio-l -naphthoic acid in DMF was treated with 1 .36 g of potassium 

carbonate followed by 0.62 mL of methyl iodide and heated to 80 °C for 4h. The mixture was 
diluted with water and extracted with EtOAc. The organic layer was washed with water, 
dried, concentrated, and purified by chromatography. Elution with 9:1 hexane:EtOAc 
afforded 0.545 g of the titled product. *H NMR (CDC1 3 ) 5 2.6 (s, 3H), 4.0 (s, 3H), 7.5 (m 5 

20 2H), 7.8 (m, 2H), 8.1 (s, 1H), 8.8 (m, 1H); MS m/z 233. 

(e) Methyl 3 -methy Isulfiny 1- 1 -naphthoate. 

A solution of methyl 3-thiomethyl- 1 -naphthoate in THF was treated with sodium 
periodate dissolved in 10 mL of water. After stirring for 1 h the mixture was concentrated, 
diluted with water, and extracted with EtOAc. The organic layer was dried and concentrated 
25 under reduced pressure to afford the titled product. ! H NMR (CDC1 3 ) 5 2.9 (s, 3H), 4.0 (s, 
3H), 7.7 (m, 2H), 8.0 (d, J=15, 1H), 8.3 (d, J=5, 1H), 8.4 (s, 1H), 9.0 (d, J=15, 1H): MS m/z 
249 (M+H). 

(f) 3-Methylsulfinyl- 1 -naphthoic acid. 

Methyl 3 -methylsulfinyl-1 -naphthoate was converted to the desired material by 
30 heating a solution of the material in methanol (10 mL) and IN sodium hydroxide (2 mL) 
under reflux for 1 h. The reaction mixture was acidified with 5% HC1 , extracted with ethyl 
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acetate and the organic layer was dried over magnesium sulfate and concentrated under 
reduced pressure. 'H NMR (CDC1 3 ) 8 3.15 (s, 3H), 7.6 (m, 2H), 8.05 (m, 1H), 8.6 (s, 1H), 9.1 
(m, 1H); MS m/z235 (M+H). 

5 Example 17 

N-[2-(3,4-Dinuorophenyl)^ 
methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive amination conditions N-[2-(3,4-difluorophenyl)-4-oxobuty]]- 
N-methyl-3-cyano-l -naphthamide (0.255g, 0.65 mmol) was reacted with 4-[(S)-2- 
10 methylsulfmyl-phenyl]-piperidine (Shenvi, AB; Jacobs. RT; Miller, SC; Ohnmacht, CJ, Jr.; 
Veale, CA., WO 9516682) (0.1 55g, 0.65 mmol) and converted to the citrate salt (white solid. 
0.25g, 64%). MS m/z 600 (M+H); analysis for C3 5 H 35 F 2 N 3 0 2 S*1 .0 C 6 H 8 0 7 *1 .5 H 2 0: 
calculated: C, 60.13; H, 5.66; N 5 5.13; found: C, 60.16; H, 5.60; N, 5.05. 

The required N-[2-(3,4-difluorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l- 
1 5 naphthamide was prepared as follows. 

(a) N-[2-(3,4-Difluorophenyl)-4-hydroxybutyl]-N-methyl-3-cyano-l- 
naphthalenecarboxami de. 

To a stirred cooled (0 °C) mixture of 3-(3 5 4-difluorophenyl)-N-methyl-4-amino-l- 
butanol (Example 13 subpart (e)) (0.48g, 2.23 mmol), 14 mL DCM and 10% aqueous NaOH 

20 (2.80 mL) was added via cannula a solution of 3-cyano-l-naphthoyl chloride in 10 mL DCM 
and the mixture stirred overnight while warming to ambient temperature. The reaction was 
poured into a mixture of water and DCM, the organic phase was collected, washed twice and 
dried (Na 2 S0 4 ). The product was purified by chromatography (30% ether in hexane and 50% 
ether in hexane) to yield the title compound as a white solid (0.65g, 74%). MS m/z 395 

25 ( M+H); 'HNMR (CDC1 3 ) 8 1.93-2.06 (m, 1H), 2.61 (s, 3H), 3.17-3.74 (m, 6H), 7.17-7.90 
(m,8H),8.21 (s, 1H). 

(b) N-[2-(3,4-Difluorophenyl)-4-oxobutyl]-N-methyl-3-cyano- 1 -naphthamide. 

To a stirred cooled (-78 °C) solution of oxalyl chloride (0.22 mL, 2.47 mmol)and 
DCM (8.0 mL) was added via cannula a solution of DMSO (0.35 mL, 4.93 mmol) and DCM 
30 (5 mL), and the mixture stirred for 5 min. A solution of N-[2-(3,4-difluorophenyl)-4- 

hydroxybutyl]-N-methyl-3-cyano-l-naphthalenecarboxamide (0.65g, 1.65 mmol), DCM (8.0 
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mL) and DMSO (1.9 mL) was added slowly via cannula followed after 15 min by triethyl- 
amine (1.38 mL, 9.87 mmol.). After an additional 15 min the ice bath was removed and 
reaction stirred at ambient temperature overnight. Purification by chromatography (1:1 
hexane in ether) provided the desired compound as a white solid (0.5 16g, 80%). MS m/z 393 
5 (M+H); ! H NMR (CDCI3) 5 2.68 (s, 3H), 2.95 (t, 2H), 3.24-3.31 (d, 1H), 3.60-3.83 (m, 2H), 
7.22-7.91 (m, 8H) 5 8.22 (s, 1H), 9.80 (s, 1H). 

Example 18 

N-[(S)-2-(3,4-Dichlorop 
10 methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive amination conditions 4-(2-methylsulfonylphenyl)piperidine 
(Shenvi, AB; Jacobs, RT; Miller, SC; Ohnmacht, CA; Veale, CA. WO 9516682) was reacted 
with N-[2-(S)-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l -naphthamide. The 
product was converted to the citrate salt. MS m/z 648 (M+H); analysis for CjsHjjCUNjC^S 
15 •C 6 H s 0 7 : calculated: C, 58.57; H, 5.15; N, 5.00. found: C, 58.92; H, 5.31; N, 5.01. 

Example 19 

N~[(S)-2-(3,4-DichlorophenylM 
cyano-l-naphthamide citrate. 

20 A solution of 4-(2-oxoethylphenyl)-piperidine-N-Boc-amine was stirred in a solution 

of DCM (3 mL) and trifluoroacetic acid (1 mL) for 1 h, concentrated under reduced pressure, 
residual solvent was coevaporated twice from methanol, and dried under high vacuum to 
provide the N-deprotected 4-(2-acetylphenyl)piperidine. Using standard reductive amination 
conditions 4-(2-acetylphenyl)piperidine was reacted with N-[2-(S)-(3.4-dichlorophenyl)-4- 

25 oxobutyl]-N-methyl-3-cyano-l-naphthamide and converted to the citrate salt. MS m/z 612 
(M+H). 

4-(2-Oxoethylphenyl)-piperidine-N-Boc-amine was prepared as follows, 
(a) 4-(2-Oxoethylphenyl)- 1 ,2,5,6-tetrahydropyridine-N-Boc-amine. 

Based on the procedure of Laborde, E; Kiely, JS; Lesheski, LE; Schroeder, MC; J. 
30 Het. Chem.; 28, 191, (1991), a solution of 4-(tributylstannyl)- 1,2,5, 6-tetrahydropyridine-N- 
Boc-amine (2.0 g. 4.04 mmol), 2'-bromoacetophenone (653 \xL, 4.85 mmol), and tetrakis- 
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(triphenylphosphine) palladium (480 mg) was stirred at 100 °C in toluene (35 mL). After 3 h, 
a second portion of tetrakis(triphenylphosphine) palladium (450 mg) was added. After a total 
of 7 h the reaction mixture was allowed to cool and stirring was continued overnight. The 
reaction mixture was concentrated and partially purified by chromatography (10-30% EtOAc 
5 in hexanes) (774 mg, 2.57 mrnol 64%). To remove trace tin-containing impurities, the 
material was further purified by preparative HPLC (CI 8, 10-100% CH 3 CN in water with 
0.1% TFA). MS m/z 324 (M+Na). *H NMR (CDC1 3 ) 6 7.56 (d, J=7.5, 1H), 7.45 (t. J=7.5. 
1H), 7.35 (t, JK7.5, 1H), 7.22 (t, J-7.5, 1H), 5.54 (br s,lH), 4.02 (d, J=2.7, 2H), 3.66 (t, J=5.7, 
2H), 2.48 (s, 3H), 2.40 (br s, 2H), 1 .50 (s, 9H). 
10 (b) 4-(2-Oxoethylphenyl)-piperidine-N-Boc-amine. 

A mixture of 4-(2-acetylphenyl)-l ? 2,5,6-tetrahydropyridine-N-Boc-amine (475 mg, 
1.57 mmol) and 10% Pd/C (150 mg) was stirred in methanol (30 mL) under hydrogen (1 atm) 
for 16 h, filtered through Celite, washed with DCM, and concentrated to afford the product as 
a yellow oil (397 mg, 1 .3 1 mmol, 83%). MS m/z 204 (M-Boc). 

15 

Example 20 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[2-methoxycarbonylphenyl]-l-piperidinyl]butyl]-N- 
methyl-3-cyanonaphthamide citrate. 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[2-methoxycarbonylphenyl]-l-piperidinyl]butyl]- 
20 N-methylamine hydrochloride (0.155 g) was dissolved in DCM (10 mL), triethylamine (0.061 
g) was added followed by 3-cyano-l-naphthoyl chloride (0.069 g). The mixture was stirred 
overnight, diluted with saturated sodium bicarbonate and extracted with EtOAc. The organic 
phase was dried and evaporated. The residue was purified by chromatography with 
DCMrmethanol (30: 1 ) as the eluent to give the free base (0. 1 70 g) which was converted to the 
25 citrate salt. MS: m/z 658 (M+H). 'H NMR (DMSO d 6 ) 5 8.80-6.70 (m, 13H), 3.84 (s, 3H, 
OCH 3 ), 2.55 (m, 3H, N-CH 3 ) 

The requisite amine was prepared as follows. 
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(a) 4-(2-Methoxycarbonylphenyl)pyridine hydrochloride. 

5 Methyl 2-bromobenzoate (1 .400 g) and tetrakis(triphenylphosphine) palladium(O) 

(0.225 g) were combined in dry 1,2-dimethoxyethane (50 mL) under nitrogen. The mixture 
was stirred for 20 minutes then pyridine-4-boronic acid (0.800 g) (prepared according to the 
method described by Lamothe, M; Pauwels, PJ; Belliard, K; Schambel, P; and Halazy, S; J. 
Med. Chem., 40, 3542 (1997)) was added followed immediately by a solution of sodium 

10 carbonate (1 .61 0 g) in water (15 mL). The mixture was heated under reflux for 5 h, then 
extracted with EtOAc. The organic extracts were dried, evaporated, and the residue was 
purified by chromatography with DCM:methanol (20: 1) as the eluent to give the pyridine free 
base. The free base was dissolved in DCM and treated with an excess of ethereal hydrogen 
chloride to provide the title compound (0.900 g) as a white solid. MS: m/z 214 (M+H). ] H 

15 NMR (CDC1 3 ) 5 8.63 (d, 2H), 7.93 (m, 1H), 7.55 (m, 3h), 7.30 (m, 2H), 3.67 (s, 3H). 

(b) 4-(2-Methoxycarbonylphenyl)piperidine hydrochloride. 
4-(2-Methoxycarbonylphenyl)pyridine hydrochloride (0.595 g) was dissolved in acetic 

acid (30 mL), platinum dioxide (0.240 g) was added and the mixture shaken under hydrogen 
(50 psi) for 3 h. The solution was filtered, acidified with 4M HC1 and evaporated to provide 
20 the piperidine hydrochloride (0.243 g) as a white solid. MS: m/z 220 (M+H). 

(c) N-[(S)-2-(3,4-Dichlorophenyl)^ 
N-methy 1-N-Boc-amine . 

N.[(S)-2-(3,4-Dichlorophenyl)-4-oxobutyl]-N-methyl-N-Boc-amine (0.261 g) (Miller, 
SC; WO 9505377) was added to a solution of 4-(2-methoxycarbonylphenyl)piperidine 
25 hydrochloride (0.600 g) and triethylamine (0.282 g) in methanol (30 mL). The mixture was 
stirred for 5 minutes then a methanol (3 mL) solution of sodium cyanoborohydride (0.250 g) 
was added. The reaction was stirred overnight at ambient temperature. Methanol was 
evaporated and the residue partitioned between EtOAc (20 mL) and aqueous sodium 
bicarbonate (10 mL). The organic phase was dried and evaporated. . The residue was purified 
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by chromatography, with EtOAc as the eluent, to give the desired compound (0.600 g). MS: 
m/z 549 (M+H). 'HNMR (CDC1 3 ) 8 7.81-7.05 (m, 7H), 3.88 (s, 3H), 3.60-1.85 (m, 19H), 
1.41 (s,9H). 

(d) N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[2-methoxycarbonylphenyl]-l-piperidinyl]butyl]- 
5 N-methylamine hydrochloride. 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[2-carboxymethylphenyl]-l-piperidinyl]butyl]-N- 
methyl-N-Boc-amine (0.085 g) was dissolved in EtOAc (5 mL), cooled to 0 °C and hydrogen 
chloride was bubbled through the solution for 5 min. The solution was stirred an additional 5 
min then evaporated and used directly in the subsequent reaction. 



Example 21 

N-[2-(S)-(3,4-Dichlorophenyl)-4-[4-[2-m^ 
N-methyI-3- cyano-l-naphthamide citrate. 

4-(2-Methylsulfonylaminophenyl)piperidine hydrochloride (0.076 g) was reacted with 
1 5 N-[2-(S)-(3,4-dichlorophenyl)-4-oxo-butyl]-N-methyl-3-cyano-l -naphthalenecarboxamide 



(0.123 g) using the method described in Example 20, sub-part c. The product was converted 
to the citrate salt to give the title compound (0.122 g) as a white solid. MS m/z 663 (M+H). 
"H NMR (DMSO-d 6 ) 8 9.14 (m, 1H), 8.62 (m, 1H), 8.05 (m, 1H), 7.95-6.90 (m ? 10H), 3.17 (s, 
3H,S,CH3),2.97(s,3H 5 N-CH 3 ). 



10 



20 



The requisite amine was prepared as follows. 



Yf 




(a) 4-(2-Aminophenyl)piperidine. 
25 Following Ullmann coupling of 2-nitrobromobenzene and 4-bromopyridine (Shimizu, 

N.; Kitamura, T.; Watanabe, K; Yamaguchi, T.; Shigyo, H.; Ohta ? T.; Tetrahedron Lett. 34, 
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3421 (1993), the title compound was prepared by hydrogenation of 4-(2-nitrophenyl)pyridine 
using the general method described in Example 20 sub-part (b). MS m/z 1 77 (M+H). 

(b) 4-(2-Aminophenyl)-N-Boc-piperidine. 

A solution of 4-(2-aminophenyl)piperidine (4.04 g) in water (200 mL) was adjusted to 
5 pH 9 by addition of potassium carbonate and cooled in an ice- water bath. A solution of di- 
tert-butyl dicarbonate (5.20 g) in 1,4-dioxane (80 mL) was added dropwise. The stirred 
mixture was allowed to warm gradually to room temperature over 3 h. Additional potassium 
carbonate was added as necessary to maintain pH 9. The reaction was extracted with Et 2 0. . 

The organic extracts were dried and evaporated. The residue was purified by 
1 0 chromatography, with 3 : 1 hexanes:EtO Ac as the eluent, to give the title compound (3 .26 g). 
MS m/z 177 (M-Boc), 299 (M+Na). l H NMR (DMSO-d 6 ) 8 6.87 (m, 2H), 6.65 (d, 1H), 6.52 
(m, 1H), 4.91 (s, 2H,NH2), 4.04 (m, 2H), 2.76 (m, 3H), 1.70 (m, 2H), 1.42 (s, 9H), 1.34 (m, 
2H). 

(c) 4-(2-Methylsulfonylaminophenyl)-N-Boc-piperidine. 

1 5 Methanesulfonyl chloride (0.035 g) was added to a solution of 4-(2-aminophenyl)-N- 

Boc-piperidine (0.070 g) and pyridine (0.027 g) in DCM (3 mL) and stirred overnight. The 
reaction was diluted with aqueous sodium bicarbonate and extracted with EtOAc. The 
organic extracts were dried and evaporated to give the title compound (0.093 g) as a colorless 
oil. MS m/z 255 (M-Boc), 377 (M+Na). 

20 (d) 4-(2-Methylsulfonylaminophenyl)piperidine hydrochloride. 

A solution of 4-(2-methylsulfonamidophenyl)-N-Boc-piperidine (0.093 g) was 
dissolved in EtOAc (5 mL) and cooled in an ice-water bath. Hydrogen chloride was bubbled 
through the solution for 5 min and stirring continued for an additional 5 min, then evaporated 
to give the desired compound (0.076 g) as a white solid. MS m/z 255 (M+H). ! H NMR 

25 (DMSO-d 6 ) 6 7.30 (m, 4H), 3.29 (m, 5H), 2.99 (s, 3H, S-CH 3 ), 1 .82 (m, 4H). 

Example 22 

N- [2-(S)-(3,4-Dichloropheny 1)^^ 
3-cyano-l-naphthamide citrate. 

30 4-(2-Acetamidophenyl)-piperidine hydrochloride (0.070 g) was reacted with N-[2-(S)- 

(3 ) 4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l-naphthamide (0.130 g) using the 
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method described in Example 20 sub-part c. The product was converted to the citrate salt to 
give the title compound (0. 1 02 g) as a white solid. MS m/z 627 (M+H). 'H NMR (DMSO- 
d 6 ) 5 8.0 (m. 1H), 8.6 (m f 1H), 8.1 (m, 1H), 7.90-6.80 (m, 10H), 2.60 (s, 3H, N-CH 3 ), 2.04 (s, 
3H, CO-CH 3 ). 
5 The requisite amine was prepared as follows. 

(a) 4-(2-Acetamidophenyl)-N-Boc-piperidine. 

Acetyl chloride (0.060 g) was added to a solution of 4-(2-aminophenyl)-N-Boc- 
piperidine (0.070 g) (Example 21 sub-part (b)) and triethylamine (0.090 g) in DCM (2 mL) 
and stirred overnight. The reaction was diluted with Et 2 0 and extracted sequentially with 
1 0 aqueous sodium bicarbonate and IN HCL The organic extract was dried and evaporated to 
give the title compound (0.070 g) as a colorless oil. MS m/z 341 (M+Na). l H NMR (CDC1 3 ) 
5 7.26 (m, 4H), 7.69 (br, 1H), 4.15 (m, 2H), 2.67 (m, 3H), 2.23 (s, 3H), 1.75 (m, 4H), 1.48 (s, 
9H). 

(b) 4-(2-Acetamidophenyl)piperidine hydrochloride. 

1 5 4-(2-Acetamidophenyl)-N-Boc-piperidine (0.070 g) was deprotected using the method 

described in Example 21 sub-part (d) to give the desired compound (0.057 g). MS m/z 627 
(M+H); *H NMR (DMSO-d 6 ) 5 9.47 (s, 1H), 8.80 (br, 2H), 7.22 (m, 4H), 3.35 (m, 2H), 2.95 
(m, 3H),2.07 (s, 3H) ? 1.82 (m 3 4H). 

20 Example 23 

N-[2-(S)-(3,4-Dichlorophenyl)-4-(4-[2-(l-pyrrolidine-2,5-dione)phenyl] 
butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

4-[2-(l-Pyrrolidine-2,5-dione)phenyl]piperidine hydrochloride (0.073 g) was reacted 
with N-[2-(S)-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l-naphthamide (0.1 16 g) 
25 using the method described in Example 20 sub-part c. The product was converted to the 
citrate salt to give the title compound (0.081 g) as a white solid. MS m/z 667 (M+H); ] H 
NMR (DMSO-d 6 ) 6 9.51 (br, 1H), 8.63 (br, 1H), 8.09 (m, 1H), 7.9-7.0 (m, 10H), 2.61 (m, 3H, 
N-CH 3 ). 

The requisite 4-[2-(l -pyrrolidine-2,5-dione)phenyl]piperidine was prepared as follows. 
30 (a) 4-(2-(l -Pyrrolidine-2,5-dione)phenyl)-N-Boc-piperidine. 
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Succinic anhydride (0.032 g) and 4-(2-aminophenyl)-N-Boc-piperidine (0.070 g) 
(Example 21, sub-part (b)) were combined in m-xylene containing a catalytic amount of 
triethylamine and heated under reflux overnight. The reaction was diluted with aqueous 
sodium bicarbonate and extracted with EtOAc. The organic extracts were dried and 
5 evaporated to give the title compound (0.080 g) as a white solid. MS m/z 259 (M-Boc). 
(b) 4-(2-(l -Pyrrolidine-2,5-dione)phenyl)piperidine. 

4-(2-(l-Pyrrolidine-2,5-dione)phenyl)-N-Boc-piperidine (0.080 g) was deprotected 
using the method described in Example 21 sub-part (d) to give the desired compound (0.061 
g) as a white solid. MS m/z 259 (M+H); 'H NMR (DMSO-d 6 ) 8 7.50 (m, 1H), 7.37 (m, 2H), 
10 7.14 (m, 1H), 3.32 (m, 2H), 2.83 (m, 6H), 1.85 (m, 3H), 1.68 (m,2H). 

Example 24 

N-[2-(S)-(3,4-Dichlorophenyl)-4-(4-[2-{3-Methylureido}phenyl]-l-piperidinyl)butyl]-N- 

methyl-3-cyano-l-naphthamide citrate. 

15 4-[2-{3-Methylureido}phenyl]piperidine hydrochloride (0.052 g) was reacted with N- 

[2-(S)-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l-naphthamide (0.100 g) using 
the method described in Example 20 sub-part c. The product was converted to the citrate salt 
to give the title compound (0.125 g) as a white solid. MS m/z 642 (M+H); 'H NMR (DMSO- 
d 6 ) 8 8.63 (br, 1H), 8.08 (m, 1H), 7.95-6.90 (m, 11H), 6.19 (br, 1H), 2.65 (m, 3H). 

20 The requisite amine was prepared as follows, 

(a) 4-[2-(3-Methylureido)phenyl]-N-Boc-piperidine. 

Triphosgene (0.062 g) was added to a solution of 4-(2-aminophenyl)-N-Boc-piperidine 
(0.055 g) (Example 21 sub-part (b)) in DCM (5 mL). Triethylamine (0.025 g) was added 
rapidly with vigorous stirring. After 15 min 2M methylamine in THF (2 mL) was added and 

25 the mixture stirred for Ih. The reaction was diluted with IN HC1 and extracted with DCM. 

The organic extracts were dried and evaporated to give the title compound (0.076 g) as 
a colorless oil. MS m/z 234 (M-Boc); 'H NMR (CDC1 3 ) 8 7.28 (m, 5H), 6.00 (s, 1H), 4.44 
(m, 1H), 4.23 (br, 2H), 3.75 (m, 1H), 3.00 (m, 1H), 2.81 (d, 3H), 1.85 (m, 1H), 1.69 (m, 3H), 
1.48 (s, 9H). 

30 (b) 4-[2-(3-Methylureido)phenyl]piperidine hydrochloride. 
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4-[3-Methylureidophenyl]-N-Boc-piperidine (0.074 g) was deprotected using the 
method described in Example 21 sub-part (d) to give the desired compound (0.052 g) as a 
waxy solid. MS m/z 234 (M+H). 

5 Example 25 

N-[2-(S)-(3,4-DichlorophenyO 

m ethyl-3-cy an o-l -naphthamide citrate. 

This compound was prepared according to the method described in Example 24 
substituting dimethylamine for methylamine in sub-part (a). MS m/z 656 (M+H). l H NMR 
10 (DMSO-d 6 ) 5 8.63 (br, 1H), 8.08 (m, 1H), 7.95-6.90 (m, 1 1H), 2.91 (s, 6H), 2.60 (s, 3H). 

Example 26 

N-[2-(S)-(3,4-DichlorophenyI)-4-(4-[2-dimethylaminophenyl]-l-piperidinyl)butyI]-N- 
methyl-3-cyano-l -naphthamide citrate. 

15 4-(2-Dimethylaminophenyl)piperidine dihydrochloride (0.063 g) was reacted with N- 

[2-(S)-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l -naphthamide (0.100 g) using 
the method described in Example 20 sub-part c. The product was converted to the citrate salt 
to give the title compound (0.105 g) as a white solid. MS m/z 613 (M+H). ! H NMR (DMSO- 
d 6 ) 5 8.63 (s, 1H), 8.06 (m, 1H), 7.95-7.0 (m, 1 1H), 2.59 (s 5 6H), 2.55 (m, 3H). 

20 The requisite amine was prepared as follows. 

(a) 4-(2-Dimethylaminophenyl)-N-Boc-piperidine. 

Formaldehyde (37 wt. % in water, 0.50 mL) was added to a solution of 4-(2-amino- 
phenyl)-N-Boc-piperidine (0.065 g) (Example 21 sub-part (b) and acetic acid (10 ^L) in 
methanol (2 mL). The mixture was stirred for 5 min. A solution of sodium cyanoborohydride 
25 (0.100 g) in methanol (2 mL) was added and the mixture stirred overnight. The reaction was 
concentrated, the residue mixed with aqueous sodium bicarbonate and extracted with Et 2 0. 

The organic extracts were dried and concentrated to give the title compound (0.071 g) 
as a waxy solid. MS m/z 305 (M+H). 

(b) 4-(2-Dimethylaminophenyl)piperidine dihydrochloride. 



WO 00/02859 



-65- 



PCT/GB99/02178 



4-(2-Dimethylaminophenyl)-N-Boc-piperidine (0.070 g) was deprotected using the 
method described in (Example 21 sub-part (d)) to give the title compound (0.063 g) as a waxy 
solid. MS m/z205 (M+H). 

5 Example 27 

N.[2-(SM3,4-DichlorophenylH^ 
butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive animation conditions N-[2-(S)-(3,4-dichlorophenyl)-4-oxo- 
butyl]-N-methyl-3-cyano-l-naphthamide was reacted with 4-[2-trifluoromethylsulfinyl- 
10 phenyljpiperidine and converted to the citrate salt. ! H NMR (DMSO-d 6 ) 5 8.62 (d ? 1H), 8.08 
(brm, 1H), 7.92 (m, 1H), 7.65-6.41 (m, 1 OH), 4.54 (m, 1H), 4.1 1-1.60 (18H); MS m/z686 
(M+H). 

The requisite 4-[2-trifluoromethylsulfinylphenyl]piperidine was prepared as follows. 

(a) N-Phenylmethoxycarbonyl-4-[2-thiophenyl]piperidine. 

1 5 Based on the procedure by Young, RN; Gauthier, JY; Coombs, W; Tetrahedron Lett., 

25, 1753, (1984) a solution of N-phenylmethoxycarbonyl-4-(2-methylsulfmylphenyl> 
piperidine (2.80 mmol) in trifluoroacetic anhydride (50 mL) was heated under reflux at 40 °C 
for 1 h. The mixture was concentrated and the residue stirred with a 1 : 1 mixture of 
methanol :triethylamine (50 mL) for 15 min. The mixture was concentrated again and purified 

20 by chromatography (15% EtOAc in hexane) to provide the product as a white precipitate 
(76%). l H NMR (DMSO-d 6 ) 5 7.39 (m, 4H), 7.20 (d, 1H), 7.19 (d, 1H), 7.10 (m, 3H), 5.29 (s, 
1H), 5.09 (s, 2H), 4.10 (br d, 2H), 2.89 (m, 3H), 1.77 (br d, 2H), 1.57 (m, 2H); MS m/z 326 
(M-H). 

(b) N-Phenylmethoxycarbonyl-4-(2-trifluoromethylthiophenyl)piperidine. 

25 Based on the procedure by Koshechko, VG; Kiprianova, LA; Fileleeva, LI; 

Tetrahedron Lett, 33 6677 (1992) a 3-neck flask fitted with a jacketed dropping funnel and a 
dry-ice condenser under nitrogen was charged with DMF (9.5 mL) and triethylamine (0.5 
mL). The solution was stirred at room temperature and purged with a stream of nitrogen for 
20 min. Trifluoromethyliodide (0.6 mL) was condensed into the dropping funnel and N- 

30 phenylmethoxycarbonyl-4-(2-thiophenyl)piperidine (780 mg) was added to the stirring DMF 
solution followed by addition of methyl viologen dichloride hydrate (43 mg). Stirring was 
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continued for 5 min then trifluoromethyliodide was rapidly added to the dark blue solution 
and the mixture was stirred for 1 h. The mixture was then poured into ice water and stirred 
until all bubbling ceased (20 min). The mixture was extracted into Et 2 0, washed with brine, 
dried (MgS0 4 ), concentrated, and purified by chromatography (25% EtOAc in hexane) to 
5 afford the product (650 mg, 70%) as a colorless oil. ! H NMR (DMSO-d 6 ) 5 7.95 (d, 1H), 7.55 
(m, 3H), 7.36 (m s 5H), 5.10 (s, 2H), 4.16 (br d, 2H), 3.46 (m, 1H), 2.93 (br s, 2H), 1 .53 (m, 
4H); MSm/z396 (M+H). 

(c) N-Phenylmethoxycarbonyl-4-(2-trifluoromethylsulfinylphenyl)piperidine. 

To a solution of N-phenylmethoxycarbonyl-4-(2-trifluoromethylthiophenyl)piperidine 
10 (650 mg) in DCM (20 mL) at 0 °C was added 3-chloroperoxybenzoic acid (0.57 g) in small 
portions. The ice bath was removed and stirring was continued overnight. The white slurry 
was diluted with saturated NaHC0 3 (10 mL) and water, extracted into DCM washed with 
brine, dried (MgS0 4 ), concentrated, and purified by chromatography (25% EtOAc in hexane) 
to afford the product as a white solid (500 mg, 74%). ! H NMR (DMSO-d 6 ) 5 8.12 (d, 1H), 
15 7.62 (m, 3H), 7.37 (m, 5H), 5.10 (s, 2H), 4.14 (m, 2H), 3.12 (m, 3H), 1.79 (m, 4H); MS m/z 
412 (M+H). 

(d) 4-(2-Trifluoromethylsulfinylphenyl)piperidine. 

A solution of N-phenylmethoxycarbonyl-4-[2-trifluoromethylsulfinylphenyl]- 
piperidine (230 mg) was dissolved in trifluoroacetic acid (5 mL) and the mixture was heated 
20 under reflux at 80 °C for 10 min. The mixture was concentrated, neutralized by addition of 
2N NaOH (5 mL); extracted into chloroform, dried (MgS0 4 ), concentrated, and purified by 
chromatography (15% methanol in DCM with 1% NH 4 OH) to afford the product (100 mg, 
65%). l H NMR (DMSO-d 6 ) 5 8.10 (d, 1H), 7.83 (m, 1H), 7.61 (m, 2H), 2.91 (m, 2H), 2.57 
(m, 3H), 1.74 (m, 2H), 1.54 (m, 2H); MS m/z 278 (M+H). 

25 

Example 28 

N-[2-(S)-(3,4-Dichlorophenyl)-4-[4-[2-trifluoromethylthiophenyl]-l-piperidinyl]buty 
methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive amination conditions N-[2-(S)-(3,4-dichlorophenyl)-4-oxo- 
30 butyl]-N-methyl-3-cyano-l-naphthamide was reacted with 4-(2-trifluoromethylthiopheny])- 
piperidine except NaOAc (2.0 eq.) was added in place of acetic acid. The product was 
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converted to the citrate salt. 'H NMR (DMSO-d 6 ) 5 8.62 (d, 1H), 8.08 (m, 1H), 7.75 (m, 5H), 
7.53-6.44(br m, 6H), 4.49 (m, 1H), 3.45-0.85 (18H); MS m/z 670 (M+H). 

The requisite 4-(2-trifluoromethylthiophenyl)piperidine was prepared as follows. 

4-(2-Trifluoromethylthiophenyl)piperidine. 
5 A solution of N-phenylmethoxycarbonyl-4-[2-trifluoromethylthiophenyl]piperidine in 

trifluoroacetic acid was Cbz-deprotected by heating under reflux (at 80 °C) for 10 min. The 
mixture was concentrated to provide the product as an oil. "H NMR (DMSO-d 6 ) 5 7.69 (d, 
1H), 7.59 (m, 1H), 7.50.(d, 1H), 7.32 (m, 1H), 3.32 (m, 2H), 3.00 (br d, 2H), 2.57 (m, 3H), 
1 .56 (m, 4H); MS m/z 262 (M+H). 

10 

Example 29 

N-[2-(S)-(3,4-Dichloropheny^ 

me thy 1-3-cy a no- 1 -naph th amide citrate. 

Using standard reductive animation conditions N-[2-(S)-(3,4-dichlorophenyl)-4-oxo- 
1 5 butyl]-N-methyl-3-cyano- 1 -naphthamide was reacted with 4-[2-ethylsulfmylphenyl]piperidine 
and converted to the citrate salt. ] H NMR (DMSO-d 6 ) 6 8.62 (d, 1H), 8.08 (m, 1H), 7.73 (m, 
5H), 7.53-6.43 (m, 6H), 4.54 (m, 1H), 3.34-1.78 (21H), 1.08 (t 5 3H); MS m/z 646 (M+H) 

The requisite 4-[2-ethylsulfinylphenyl]piperidine was prepared as follows. 

(a) N-Phenylmethoxycarbonyl-4-(2-ethylthiophenyl)piperidine. 

20 Iodoethane (0.24 mL) was added to a mixture of N-phenylmethoxycarbonyl-4-(2- 

thiophenyl)piperidine (Example 27) (1 .0 g) and K 2 C0 3 (0.42 g) in DMF (10 mL). After 2 
hours the solution was diluted with water and extracted into EtOAc. The organic layer was 
washed with brine (3x), dried (MgS0 4 ) 5 concentrated, and purified by chromatography (10% 
EtOAc/hexane as the eluent to give the product as an oil (1 .04 g, 95%). ! H NMR (DMSO-d 6 ) 

25 6 7.37 (m, 5H), 7.19 (m, 4H), 5.09 (s^ 2H), 4.13 (br d, 2H), 3.16 (m, 1H), 3.02 (m, 4H), 1.70 
(br d, 2H), 1 .54 (m, 2H), 1 .24 (t, 3H); MS m/z 356 (M+H). 

(b) N-Phenylmethoxycarbonyl-4-(2-ethylsulfinylphenyl)piperidine. 

To a solution of N-phenylmethoxycarbonyl-4-(2-ethylthiophenyl)piperidine (1.04 g) in 
a 1 :1 mixture of THFrmethanol (30 mL) was added sodium periodate (1 .88 g) and the mixture 
30 was allowed to stir overnight. The white slurry was diluted with NaHC0 3 and water. The 
mixture was extracted into DCM, washed with brine, dried (MgSOJ, concentrated, and 
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purified by chromatography (25% EtOAc in hexane) as the eluent to give the product (1.0 g, 
92%). 'H NMR (DMSO-d 6 ) 8 7.55 (m, 1H), 7.48 (m, 3H), 7.35 (m, 5H), 5.15 (s, 2H), 4.1 1 (br 
d, 2H), 2.93 (m, 4H), 2.66 (m, 1H), 1.64 (m, 4H), 1.11 (t, 3H); MS mix 372 (M+H). 
(c) 4-[2-EthylsuIfinylphenyl]piperidine. 
5 N-Phenylmethoxycarbonyl -4-[2-ethylsulfinylphenyl]piperidine was deprotected 

according to the method described for the deprotection of 4-[2-trifluoromethylsulfmylphenyl]- 
piperidine (Example 27, step (d)). ! H NMR (DMSO-d 6 ) 6 7.74 (d, 1H) 3 7.46 (m, 3H), 3.0 (m, 
2H), 2.92 (m, 2H), 2.75 (m, 1H), 2.60 (m, 2H), 1.66(m,2H) f 1.56(m,2H), 1.10 (t,3H); MS 
m/z238 (M+H). 

10 

Example 30 

N-[2-(S)-(3,4-Dichloropheny^ 
butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

N-[2-(S)-(3,4-DichlorophenyO 
1 5 butyl]-N-methyl-3-cyano-l-naphthamide was prepared using the procedure described for N- 
[2-(S)-(3,4-Dichlorophenyl)-4-[442-e%^ 

cyano-l-naphthamide (Example 29) except 2-iodopropane was used in place of iodoethane. 
'H NMR (DMSO-d 6 ) 5 8.64 (d, 1H), 8.08 (m, 1H), 7.69 (m, 5H), 7.45-6.43 (m, 6H), 4.54 (m, 
1H), 3.67-1.71 (19H), 1.19 (d, 3H), 0.94 (d, 3H); MS m/z660 (M+H). 

20 

Example 31 

N-[2-(S)-(3,4-Dichlorophenyl)-4-[^ 

piperidinyl]butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive amination conditions 4-(2-N-methyl-N-methoxycarbox- 
25 amidophenyl)piperidine was reacted with N-[2-(S)-(3,4-dichlorophenyl)-4-oxobutyl]-N- 
methyl-3-cyano-l-naphthamide and converted to the citrate salt. MS mix 657 (M+H). 

The requisite 4-(2-N-methyl-N-methoxycarboxamidophenyl)piperidine was prepared 
as follows. 

(a) 2-(N-Methyl-N-methoxycarboxamido)phenylpiperidine trifluoroacetate. 
30 A mixture of 4-(2-carboxyphenyl)-l -N-Boc-piperidine (prepared by amine-protection 

and LiOH-mediated saponification of the methyl ester from the material obtained from 
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Example 20, sub-part (b)) (176 mg), oxalyl chloride (76 fiL), potassium carbonate (10 mg) 
and DMF (10 (iL) was stirred in DCM (5 mL) for 2 h. The mixture was concentrated to 
afford the acid chloride which was used without purification. To a solution of the acid 
chloride in DCM (10 mL) was added N,0-dimethylhydroxylamine hydrochloride (62 mg), 
5 and triethylamine ( 1 76 ^L). The mixture was stirred for 2 h, diluted with DCM (50 mL), 
washed with IN HC1 and saturated sodium bicarbonate, dried (MgS0 4 ), filtered, and 
concentrated to provide 2-(N-methyl-N-methoxycarboxamido)phenyl-l-N-Boc-piperidine- as 
a clear oil (205 mg). The material was N-deprotected by stirring for 1 h in a mixture of 5 : 1 
DCM:trifluoroacetic acid to afford the product as the trifluoroacetate salt. 

10 

Example 32 

N-[2-(S)-(3,4-Dichloroph^ 
butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive amination conditions 4-(2-N-methylaminocarbonylphenyl)- 
1 5 piperidine (prepared according to the procedure described in Example 3 1 , except N,0- 
dimethylhydroxylamine hydrochloride was replaced with methyl amine (2M solution in 
THF)) was reacted with N-[2-(S)-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l- 
naphthamide and converted to the citrate salt. MS m/z 627 (M+H). 

20 Example 33 

N-[2-(S)-(3,4-Dichloropheny^ 
dinyl]butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive amination conditions 4-(2-N,N-dimethylaminocarbonyl- 
phenyl)piperidine (prepared according to the procedure described in Example 31, except N,0- 
25 dimethylhydroxylamine hydrochloride was replaced with dimethyl amine (2M solution in 
THF)) was reacted with N-[2-(SH3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l- 
naphthamide and converted to the citrate salt. MS m/z 641 (M+H). 



30 
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Example 34 

N-[(S)-2-(3,4-DichlorophenylH 
methyl-3-nitronaphthamide citrate. 

N-[(S)-2-(3,4-Dichlorophcnyl)-4-[4-[2-trifluoromethy^ 
5 methylamine hydrochloride (0. 1 55 g) was dissolved in DGM (1 0 mL). Triethylamine (0.06 1 
g) was added followed by 3-nitro-l-naphthoyl chloride (0.069 g) (prepared from 3-nitro-l- 
naphthoic acid (Kice, JL, Lotey H; J. Org. Chem., 54, 3596 (1989)) and oxalyl chloride). The 
mixture was stirred overnight, diluted with saturated sodium bicarbonate and extracted with 
ethyl acetate. The organic phase was dried and evaporated. The residue was purified by 
10 chromatography, with DCM:methanol (30: 1 ) as the eluent to give the free base (0. 1 70 g) 
which was converted to the citrate salt. MS: m/z 658 (M+H). ] U NMR (DMSO d 6 ) 5 9.05 
(m, 1H), 8.40-6.00 (m, 12H), 3.60-0.90 (m, 16H), 2.55 (m, 3H, N-CH 3 ). 

The requisite amine was prepared as follows. 



15 




(a) 4-(2-Trifluoromethylphenyl)pyridine hydrochloride. 

4-Bromopyridine hydrochloride (1.94 g) and tetrakis(triphenylphosphine) 
palladium(O) (0.36 g) were combined in dry 1 ,2-dimethoxyethane (50 mL) under nitrogen. 
20 The mixture was stirred for 20 min then 2-trifluoromethylphenylboronic acid (1 .94 g) 

was added followed immediately by a solution of sodium carbonate (2.48 g) in water (15 mL). 

The mixture was heated under reflux for 5 h, then extracted with EtOAc. The organic 
extracts were dried and evaporated. The residue was purified by chromatography, with 
DCM:methanol (20:1) as the eluent to give the pyridine free base. The free base was 
25 dissolved in DCM and treated with an excess of ethereal hydrogen chloride to provide the title 
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compound (1 .96 g) as a white solid. MS: m/z 224(M+H). ! H NMR (CDC1 3 ) 6 8.88 (d, 2H), 

7.90 (m, 3H), 7.76 (m, 2h), 7.38 (m, 1H). 

(b) 4-(2-Trifluoromethylphenyl)piperidine hydrochloride. 

4-(2-Trifluoromethylphenyl)pyridine hydrochloride (0.250 g) was dissolved in acetic 
5 acid ( 1 5 mL), platinum dioxide (0. 1 00 g) was added and the mixture was shaken under 
hydrogen (50 psi) for 4 h. The solution was filtered, acidified with 4N HC1 and evaporated to 
provide the piperidine hydrochloride (0.243 g) as a white solid. MS: m/z 230 (M+H). l H 
NMR (DMSO d 6 ) 8 7.71 (m, 2H), 7.57 (d, J=9, 1H), 7.44 (m, 1H), 3.38 (m, 2H), 3.10 (m, 
3H),2.11 (m,2H), 1.82 (m,2H). 

10 (c) N-[(S)-2<3,4-DicWorophenyl)-4^ 
methyl-N-Boc-amine. 

N-[(S)-2-(3,4-Dichlorophenyl)-4-oxobutyl]-N-methyl-N-Boc«amine (0.261 g) (Miller, 
SC; WO 9505377) was added to a solution of 4-(2-trifluoromethylphenyl)piperidine 
hydrochloride (0. 1 80 g) and triethylamine (0.076 g) in methanol (1 5 mL). The mixture was 

15 stirred for 5 minutes then a methanol (4 mL) solution of sodium cyanoborohydride (0.060 g) 
was added dropwise and the reaction was stirred overnight at ambient temprature. Methanol 
was evaporated and the residue partitioned between EtOAc (20 mL) and aqueous sodium 
bicarbonate (10 mL). The organic phase was dried and evaporated. The residue was purified 
by chromatography with DCM:methanol (40:1) as the eluent, to give the title compound 

20 (0.328 g). MS: m/z 559 (M+H). 

(d) N-[(S)-2-(3,4-DichlorophenylH^ 
methylamine hydrochloride. 

N-[(S)-2-(3,4-Dichlorophenyl>^ 
methyl-N-Boc-amine (0.328 g) was dissolved in EtOAc (20 mL), cooled to 0 °C and 

25 hydrogen chloride was bubbled through the solution for 10 minutes. The solution was 
evaporated to give desired title compound (0.3 1 1 g) as a white solid. MS: m/z 559 (M+H). 
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Example 35 

N-[2-(S)-(3,4-Dichlorophe^ 

butyl]-N-methyl-3-cyano-l-naphthamide hydrochloride. 

Using standard reductive animation conditions N-[2-(S)-(3,4-dichlorophenyl)-4-oxo- 
5 butyl]~N-methy I-3-cyano- 1 -naphthamide (0.130 g) was reacted with 4-(2-methylsulfonyl-4- 
methoxyphenyl)piperidine (0.082 g) and the product (0.074 g) was converted to the 
hydrochloride salt. MS m/z 678 (M+H). "H NMR (DMSO-d 6 ) 5 10.57 (m, 1H), 8.62 (m, 1H), 
8.10 (m, 1H), 7.95-7.00 (m, 10H), 3.83 (s, 3H), 3.32 (s, 3H), 3.64-1.65 (m, 19H). 

The requisite 4-(2-methylsulfonyl-4-methoxyphenyl)piperidine was prepared as 
10 follows. 

(a) 4-(4-Methoxy-2-methylsulfonylphenyl)-N-Cbz-piperidine 

To a stirred solution of sodium periodate (0.267 g) dissolved in 20 rnL 1 :1 THF:H 2 0 
was added 4-(4-methoxy-2-methyltWophenyl)-N-Cbz-piperidine (0.45g) [Example 2(f)] 
followed by 100 jiL of a 4% w/w solution of Os0 4 . The mixture was stirred at room 

1 5 temperature for 1 8 h, poured into 20 mL of saturated NaHC0 3 , and extracted with DCM 
(3x30 mL). The organic extracts were combined, dried over Na 2 S0 4 , and evaporated to give 
0.319 g of 4-(4-methoxy-2-(methylsulfonyl)phenyl)-N-Cbz-piperidine as an oil after 
chromatography (4:1 DCM:EtOAc). 'H NMR (CDC1 3 ) 5 7.56 (d, 1H), 7.47-7.30 (m, 5H), 
7.12 (dd, 1H), 5.17 (s, 2H), 4.45-4.20 (m, 2H), 3.85 (s, 3H) 5 3.61 (tt, 1H) 5 3.11 (s, 3H), 3.01- 

20 2.78 (m, 2H), 1.85-1.5 (m, 4H). 

(b) 4-(4-Methoxy-2-methylsulfonylphenyl)piperidine 

To a solution of KOH (1 .50 g) in 20 mL of 1 : 1 EtOH:H 2 0 was added 1 .23 g of 4-(4- 
methoxy-2-methylsulfonylphenyl)-N-Cbz-piperidine. The resulting mixture was heated 
reflux under N 2 atmosphere for 18 h, evaporated, dissolved in 10 mL H 2 0, and extracted with 
25 CHC1 3 . The organic extracts were combined, dried over Na^C^, filtered, and concentrated 
under reduced pressure. The resulting residue was purified by chromatography (20:1 DCM in 
methanol containing 0.5% aqueous NH 4 OH). MS m/z 270 (M+H). 
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Example 36 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[tetrahydro-2-oxo-l(2H)-pyrimidinyl]-l-pi^ 
butyl]-N-methyl-3-cyano-l-naphthamide citrate hydrate (1:1:1.5). 

A stirred solution containing 3-cyano-l -naphthoic acid (0.1 g, 0.5 mmol) [Example 1], 
5 N,N-diisopropylethylamine (0. 1 6 g, 1 .27 mmol), and dry DCM (2.5 mL) was treated with a 
solution of tetramethylfluoroformamidinium hexafluorophosphate (TFFH) (0.1 6g, 0.61 
mmol) and dry DCM (1 .0 mL). After 10 min, a solution containing N-[(S)-2-(3,4-dichloro- 
phenyl)-4-[4-[tetrahydro-2-oxo-l(2H^ 

(Miller, SC. WO 9505377) (0.21 g, 0.51 mmol) and dry DCM (1.0 mL) was added, and the 
10 solution stirred for 60 h. Additional DCM and 1M aqueous acetic acid were added. After 
mixing, the layers were allowed to separate, the organic layer was removed, and the aqueous 
HO Ac layer was extracted with additional DCM (2x). The organic extracts were combined, 
washed (saturated NaHC0 3 ), dried (Na 2 S0 4 ), filtered, and the DCM evaporated in vacuo. The 
residue was purified by chromatography (0-10% methanol in DCM), converted to the citrate 
1 5 salt and isolated by filtration from Et 2 0 to afford the title compound (210 mg) as a white 
solid. MS: m/z 592 (M+H). Analysis for C 32 H 35 C1 2 N 5 0 2 •C 6 H 8 0 7 »1.5 H 2 0: calculated: C, 
56.23; H, 5.71; N, 8.63. found: C, 56.31; H, 5.34; N, 8.34. 

Example 37 
20 N-[(S)-2-(3,4-Dichlorophenyl)-4-^ 

3-cyano-l-naphthamide citrate hydrate (1:1:0.75). 

Using standard acylation conditions 3-cyano-l -naphthoyl chloride (prepared from 

3-cyano-l -naphthoic acid and oxalyl chloride) was reacted with N-[(S)-2-(3,4-dichloro- 

phenyl)-4-[4-(2-oxo-l-piperidinyl)-l-piperidinyl]butyl]-N-methylamine (Miller, SC; WO 
25 9410146). 

A portion of the product was converted to the citrate salt and isolated by filtration 
from Et20 to afford the title compound as a white solid. MS: m/z 591 (M+H). Analysis for 
C33H36C12N402 #C6H807 #0.75 H20: calculated: C, 58.76; H, 5.75; N, 7.03. found: C, 
58.80; H, 5.63; N, 6.88. 
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Example 38 

N-[2(S)-(3,4-Dichlorophenyl)-4-[4-(tetraty 
butyl)-N-methyl-4-cyano-l-naphthalenecarboxamide citrate. 

Using standard acylation conditions 4-cyano-l -naphthoyl chloride (prepared from 
5 4-cyano-l -naphthoic acid and oxalyl chloride) was reacted with (S)-2-(3,4-dichlorophenyl)-N- 
methyl-4-[(tetrahydro-2-oxo-l(2H)-pyrimidinyl)piperidinyl]butanamine (Miller, SC. WO 
9505377). The product was converted to the citrate salt. MS: m/z 592 (M+H). 
The requisite 4-cyano-l -naphthoic acid was prepared as follows. 

(a) Methyl 4-bromo- 1 -naphthoate. 

10 A solution of 4-bromo- 1 -naphthoic acid (Fischer, A; et al, J. Chem. Soc, 1426 (1958)) 

oxalyl chloride (2.56 g), and DMF (5 |iL) in DCM (100 mL) was stirred for 3 h, concentrated, 
then redissolved in DCM (5 mL). Methanol was added and stirring continued overnight. 

Following concentration and purification by chromatography (DCM) the product was 
afforded as a white solid (4.85 g). 'H NMR (DMSO-dJ: 8 8.83-8.77 (m, 1 H), 8.31-8.25 (m, 

15 1 H), 8.01 (s, 1 H), 7.82-7.75 (m, 2H), 3.96 (s, 3 H); MS m/z 265 (M+H). 

(b) 4-cyano- 1 -naphthoic acid. 

A solution of methyl 4-bromo- 1 -naphthoate (0.509 g) copper (I) cyanide, (0.174 g), 1 
drop of pyridine, and DMF (5 mL) was heated under reflux at 180 °C for 5 h. The hot 
solution was poured into 10 mL of aqueous concentrated NH 4 OH and extracted with DCM. 

20 The organic phase was washed successively with IN HC1 (20 mL) and brine (40 mL), 

dried (Na 2 S0 4 ), filtered, and concentrated to afford methyl 4-cyano-l -naphthoate a colorless 
oil (0.213 g). MS m/z 196 (M-l). ! H NMR (DMSO-d 6 ): 8 8.74-8.69 (m, 1 H), 8.29-8.15 (m, 
3 H), 7.92-7.83 (m, 2H), 3.99 (s, 3 H). The methyl ester was saponified by stirring a solution 
of the methyl ester, LiOH*H 2 0 (1 equivalent), THF (3 mL), water (1 mL) and methanol (1 

25 mL) overnight at room temperature. The solution was diluted with saturated sodium 

bicarbonate and extracted with Et 2 0. The aqueous layer was acidified to pH 2 by addition of 
IN HC1 and extracted with Et 2 0. The organic layer was washed with water (30 mL) and brine 
(40 mL), dried (sodium sulfate), filtered, and concentrated to afford 4-cyano-l -naphthoic acid 
as an oil. 
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Example 39 

N«[(S)-2-(3,4-DichIorophen^ 
butyl]-N-methyl-6-cyano-l-naphthamide citrate. 

To a stirred solution of 6-cyano-l -naphthoic acid (0.2g, 1 .Olmmol) in dry DCM (5 
5 mL) was added oxalyl chloride (0.1 1 mL, 1 .26 mmol) and 2 drops of DMF. The solution was 
stirred at room temperature for 3 h and concentrated to provide the acid chloride; 6-cyano-l - 
naphthoyl chloride (0.2 19g), as a off-white solid which was used without further purification. 

Using standard acylation conditions (S)-2-(3,4-dichlorophenyl)-N-methyl-4-[(tetra- 
hydro-2-oxo-l(2H)-pyrimidinyl)piperidinyl]butanamine (Miller, SC.; WO 9505377) was 
10 reacted with 6-cyano-l -naphthoyl chloride and converted to the citrate salt. MS m/z 592 
(M+H). Analysis for C 32 H 35 Cl 2 N 5 O 2 #1.0 C 6 H 8 O 7 *1.0 H 2 0: calculated: C, 56.86; H, 5.65; N, 
8.72. found: C, 56.81; H, 5.51 ;N, 8.54. 

Example 40 

15 N-[2-(4-Chlorophenyl)-4-[4-[tetrahydro-2-oxo^ 
N-methyl-3-nitro-l-naphthamide citrate. 

Using standard reductive aminiation conditions 4-(tetrahydro-2-oxo-l(2H)- 
pyrimidinyl)piperidine (Miller, SC; Jacobs, RT; Shenvi, AB. EP 739891) was reacted with 
N-[2-(4-chlorophenyl)-4-oxobutyl]-N-methyl-3-nitro-l-naphthamide [Example 3] and 
20 converted to the citrate salt. MS m/z 578 (M+H). Analysis for C 3I H 36 C1N 5 0 4 •! .0 

C 6 H 8 O 7 *0.8 H 2 0: calculated: C, 56.64; H, 5.86; N, 8.92; found: C, 56.60; H, 5.74; R 8.69. 

Example 41 

N-[2-(3,4-Difluorophenyl)-4-[4-[tetrahydro-2-oxo-l(2H)-pyrimidinyl]-l-piperidinyl)- 
25 butyl]-N-methyl-3-nitro-l-naphthamide citrate. 

Using standard reductive amination conditions 4-(tetrahydro-2-oxo-l(2H)- 
pyrimidinyl)piperidine (Miller, SC; Jacobs, RT; Shenvi, AB. EP 739891) was reacted with 
N-[2-(3,4-difluorophenyl)-4-oxobutyl]-N-methyl-3-nitro-l-naphthamide [Example 13] and 
converted to the citrate salt. MS m/z 580 (M+H); analysis for C 31 H 35 F 2 N 5 0 4 •1.07 C 6 H 8 0 7 
30 #1.06 H 2 0: calculated: C, 55.88; H, 5.72; N, 8.71. found: C, 55.94; H, 5.54; N 8.51. 
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Example 42 

N-[(S)-2-(3,4-Dichlorophe^ 
butyl]-N-methyI-3-nitro-l-naphthamide citrate. 

Using standard reductive amination conditions N-[(S)-2-(3,4-dichlorophenyl)-4- 
5 oxobutyl]-N-methyl-3^nitro-l-naphthalenecarboxamide (0.250 g) was treated with 4-(tetra- 
hydro-2-oxo-l(2H)-pyrimidinyl)piperidine (Miller, SC; Jacobs, RT; Shenvi, AB. EP 739891) 
(0.102 g). The free base (0.102 g) was converted to the citrate salt. MSm/z:612 (M+H). 

Example 43 
10 N-[(S)-2-(3,4-Dichloropheny^ 

butyl]-N-methyl-6-nitro-l-naphthamide citrate. 

Using standard acylation conditions N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[tetrahydro-2- 
oxo-l(2H)-pyrimidinyl]-l-piperidinyl]butyl]-N-methylamine (Miller, SC; WO 9505377) was 
reacted with 6-nitro-l-naphthoyl chloride (Dewar, MJS and Grisdale, PJ; J. Amer Chem. Soc, 

15 84, 3541 (1962)) and converted to the citrate salt. MS m/z 612 (M+H); analysis for 

C 31 H 35 Cl 2 N 5 O 4 *1.05 C 6 H 8 O 7 *0.7 H 2 0:calculated: C, 54.18; H, 5.46; N, 8.47; found: C, 54.31; 

• H, 5.53; N, 8.18. 

Example 44 

20 N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-(2-oxo-l-piperidinyl)-4-(N-methylaminocarbonyl)]-l- 
piperidinyI]butyl]-N-mettayI-3-cyano-l-naphthamide citrate hydrate (1:1:0.5). 

Using standard reductive amination conditions N-[2-(S)-(3,4-dichlorophenyl)-4-oxo- 
butyl]-N-methyl-3-cyano-l-naphthamide was reacted with 4-(2-oxo-l-piperidinyl)-4-(N- 
methylaminocarbonyl)piperidine (Miller, SC; Jacobs, RT; Shenvi, AB. EP 739891). The 
25 product was converted to the citrate salt. MS: m/z 648 (M+H). Analysis for C 35 H3 9 C1 2 N 5 0 3 
•C 6 H 8 0 7 0.5 •HjO: calculated: C, 57.95; H, 5.69; N, 8.24. found: C, 57.95; H, 5.63; N, 8.29. 

The title compound was also converted to the citrate monohydrate (1 .0: 1 .0: 1 .0). 

The intermediate N-[2-(S)-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l - 
naphthamide was prepared according to Example 2. 
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Example 45 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-(2-o^ 

carbonyl)J-l-piperidinyl]butyl]-N-methyl-3-cyano-l-naphthamide citrate hydrate 
(1:1:0.7). 

5 Using standard reductive amination conditions 4-(2-oxo- 1 -piperidinyl)-4-(N,N- 

dimethylaminocarbonyl)piperidine (Miller, SC; Jacobs, RT; Shenvi, AB. EP 739891) was 
reacted with N-[2-(S)K3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l-naphthamide 
(Example 2). The product was converted to the citrate salt. MS m/z 662 (M+H); analysis for 
C 36 H 41 C1 2 N 5 0 3 •C 6 H 8 0 7 *0.7 H 2 0: calculated: C, 58.16; H, 5.85; N, 8.07. found: C, 58.18; H, 
10 5.74; N 5 7.97. 

Example 46 

N-(4-[4-(Tetrahydro-2-oxo-l(2H)-pyrimidinyl)-4-(methylaminocarbonyl)-l-piperidinyl]" 
2-(4-chlorophenyl)-butyl)-N-methyl-3-cyano-l-naphthamide citrate. 

1 5 Using standard reductive amination conditions N-(4- [4-(tetrahy dro-2-oxo- 1 (2H)- 

pyrimidinyl)-4-(methylaminocarbonyl)piperidine (Miller, SC; WO 9512577) was reacted with 
N-[2-(4-chlorophenyl)-4-oxobutyl]-N-methyl-3-cyano-l-naphthamide and converted to the 
citrate salt. ! H NMR (CDC1 3 ) (amide rotational isomers evident) 5 8.20 (m), 7.92 (m), 7.69- 
7.57 (br m), 7.47-7.20 (br m) 5 . 6.93 (d, J=8.4), 6.82 (d, J=8.4), 6.67 (d, >7.8), 6.51 (m) 4.62 

20 (m) 3.49-3.21 (brm) 2.58 (s) 2.39-2.17 (brm) 1.95-1.79 (m); MS m/z 615.0 (M+H). 
The requisite aldehyde was prepared as follows, 
(a) N-[2-(4-Chlorophenyl)-4-hydroxybutyl]-N-methyl-3-cyano-l-naphthamide. 

Oxalyl chloride (195 ^iL, 2.23 mmol) was added to a solution of 3-cyano-l -naphthoic 
acid (400 mg, 2.03 mmol) in DCM (1 0 mL). The solution was stirred for three hours, during 

25 which time three portions (30 |aL each) of 1 0% DMF in DCM were added. The solution was 
concentrated to a white powder under reduced pressure, dried under vacuum, and dissolved in 
DCM (15 mL). After cooling to 0 °C, N-[2-(4-chlorophenyl)-4-hydroxybutyl]-N-methyl- 
amine (434 mg, 2.03 mmol, dissolved in 5 mL DCM) and NaOH (1.0 M, 2.54 mL) were 
added. After warming to room temperature stirring was continued overnight. The mixture 

30 was extracted with 30 mL portions of 0.5 M HC1 and saturated sodium bicarbonate, dried 
(MgS0 4 X filtered, and concentrated under reduced pressure to a light yellow foam (692 mg, 
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1.76 mmol, 87%). 'H NMR (CDC1 3 ) (amide rotational isomers evident) 5 8.09 (s), 7.85 (m), 
7.72-7.50 (br m) 5 7.43-4.35 (br m), 6.92 (d, J=6.3), 6.85 (d, J-7.8), 6.69 (m), 6.65 (m), 4.57 
(br m), 3.99 (br m), 3.70 (m), 3.50-3.10 (br m), 2.67 (s), 2.03 (m), 1.89 (m), 1.58 (m); MS m/z 
393.0 (M+H). 

5 (b) N-[2-(4-Chlorophenyl)-4-oxobutyl]-N-methyl-3-cyano- 1 -naphthamide. 

A solution of DMSO (356 ^iL, 5.01 mmol) in DCM (5 mL) was added dropwise over 
5 min to a stirred solution of oxalyl chloride (219 ^L, 2.51 mmol) in DCM (5 mL) at -70 °C. 

After stirring for 15 min, N-[2-(4-chlorophenyl)-4-hydroxybutyl]-N-methyl-3-cyano- 
1-naphthamide (788 mg, 2.01 mmol) was added dropwise as a solution in DCM (5 mL). 
10 Stirring was continued for 45 min at -70 °C ? warmed to -45 °C, and stirred for 30 min. 

The solution was cooled to -70 °C and triethylamine (1.41 mL, 10.03 mmol) 
(dissolved in 5 mL of DCM) was added dropwise. After stirring 1 5 min, the mixture was 
allowed to warm to room temperature, diluted with DCM, and extracted with 0.5 M HC1 (30 
mL), saturated sodium bicarbonate (30 mL), dried (MgSOJ, and concentrated to a clear oil 
1 5 which was purified by chromatography (50% EtOAc in hexanes) to afford the product as a 
clear oil (543 mg 5 1 .39 mmol, 70%). *H NMR (CDC1 3 ) (amide rotational isomers evident) 5 
9.71 (s), 9.60 (s), 8.18 (m), 7.86 (t, J-7.8), 7.68-7.29 (m), 7.51 (m), 6.87, (t, J=7.2), 6.67 (d, 
J= 8.4), 6.57 (m), 4.56 (br m), 3.98, (br m), 3.71, (br m), 3.42 (m), 2.97, (m), 2.67 (m); MS 
m/z 391.0 (M+H). 

20 

Example 47 

N-[(S)-2-(3,4-Dichlorophe^ 

aminocarbonyl))-l-piperidinyl] butyl] -N-methyl-3-cyano-l -naphthamide citrate hydrate 
(1:1:2). 

25 Using standard reductive amination conditions (except that acetic acid-sodium acetate 

buffer was substituted for acetic acid) N-[(S)-2-(3,4-dichlorophenyl)-4-oxobutyl]-N-methyl-3- 
cyano-1 -naphthamide (145 mg, 0.34 mmol) was reacted with 4-(tetrahydro-2-oxo-l(2H)- 
pyrimidinyl)-4-(methylaminocarbonyl)piperidine (Miller, SC; WO 9512577) (79.1 mg, 0.329 
mmol), converted to the citrate salt, and isolated by filtration from Et 2 0 to afford the title 

30 compound (162.5 mg) as a white powder. MS m/z 649 (M+H); analysis for C 34 H 38 C1 2 N 6 03 
•C 6 H 8 0 7 #2.0 H 2 0: calculated: C, 54.73; H, 5.74; N, 9.57; found: C ; 54.92; H, 5.41; N, 9.29. 
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Example 48 

N-|2-(4-Chlorophenyl)-4-[4-(tetra^ 

carbonyl)]-l-piperidinyl]butyl]-N-methyU3-nitro-l-naphthamide citrate. 

Using standard reductive amination conditions 4-(tetrahydro-2-oxo-l(2H)- 
5 pyrimidinyl)-4-(methylaminocarbonyl)piperidine (Miller, SC., WO 95 12577) was reacted 
with N-[2-(4-chlorophenyl)-4-oxobutyl]-N-methyl-3-nitro-l-naphthamide and converted to 
the citrate salt. MS m/z 635 (M+H). Analysis for C 33 H3 9 C1N 6 0 5 •l.O C 6 H 8 0 7 •1.3H 2 0: 
calculated: C, 56.06; H, 5.88; N, 9.88. found: C, 55.04; H, 5.74; N, 9.74. 

10 Example 49 

N-(2-(3,4-DifluorophenyI)-4-[4-(teto 

carbonyI)]-l-piperidinyl]butyl]-N-methyl-3-nitro-l-naphthamide citrate. 

Using standard reductive amination conditions 4-(tetrahydro-2-oxo-l(2H)- 
pyrimidinyl)-4-(methylaminocarbonyl)piperidine (Miller, SC.; WO 9512577) was reacted 
1 5 with N-[2-(3 ,4-difluorophenyl)-4-oxobutyl]-N-methyl-3-nitro- 1 -naphthamide and converted 
to the citrate salt. MS m/z 637 (M+H); analysis for C„H 38 F 2 N 6 0 5 1 . 1 •C 6 H 8 0 7 i .2#H 2 0: 
calculated: C, 54.69; H 5 5.70; N; 9.66. found: C, 54.62; H 3 5.52; N, 9.46. 

Example 50 

20 N-[(S)-2-(3,4-DichIorophenyl)-4-{4-(2-oxo«l-piperidinylH-N,N-dimethylamino- 
carbonyl)}-l-piperidinyl]butyl]-N-methyl-3-nitro-l-naphthamide. 

Using standard reductive amination conditions N-[(S)-2-(3,4-dichlorophenyl)-4-oxo- 
butyl]-N-methyl-3-nitro-l -naphthamide (0.10 g) was reacted with 4-(2-oxo-l-piperidinyl)-4- 
(dimethylaminocarbonyl)piperidine (Miller, SC; Jacobs, RT; Shenvi, AB. EP 739891) (0.060 
25 g). The free base (0.093 g) was converted to the citrate salt. MS: m/z 682 (M+H). 

Example 51 

N-[(S)-2-(3,4-Dichloropheny0 

aminocarbonyl)]-l-piperidinyl]butyl]-N-methyl-3-nitro-l-naphthamide. 

30 Using standard reductive amination conditions N-[(S)-2-(3,4-dichlorophenyl)-4-oxo- 

butyl]-N-methyl-3-nitro-l -naphthamide (0.150 g) was treated with 4-(tetrahydro-2-oxo- 
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l(2H)-pyrimidinyl)-4-(m^ (Miller, SC. WO 9512577) (0.089 

g). The free base (0.123 g) was converted to the citrate salt. MS m/z 669 (M+H). 

Example 52 

5 N-[(S)-2-(3,4-Dichlorophenyl)-4-{4-(2-oxo-l^ 

piperidinyl]butyl]-N-methyl-3-nitro-l-naphthamide citrate. 

Using standard reductive amination conditions, N-[(S)-2-(3,4-dichlorophenyl)-4-oxo- 
butyl]-N-methyl-3-nitro-l-naphthamide (0.300 g) was treated with 4-(2-oxo-l-piperidinyl)-4- 
(methylaminocarbonyl)piperidine (Miller, SC; Jacobs, RT; Shenvi, AB. EP 739891) (0.1773 
10 g). The free base (0.296 g) was converted to the citrate salt. MS m/z 668 (M+H). 

Example 53 

N-[(S)-2-(3,4-Dichlorophenyl)-4-oxobutyl]-N-methyl-3-nitro-l-naphthamide 

By the method of Example 3f, 3-nitro-l-naphthoyl chloride was reacted with (S)-2- 
1 5 (3 5 4-dichlorophenyl)-4-hydroxybutyl-N-methylamine to give N-[(S)-2-(3 ? 4-dichlorophenyl)- 
4-hydroxybutyl]-N-methyl-3-nitro-l-naphthamide. This was reacted by the method of 
Example 3g to give the title compound: W NMR (300 MHz ; CDC1 3 ) 5 9.65 (s) ; 9.44 (s), 
9.07-9.02 (m), 8.38-6.04 (m), 4.44-1.18 (m); MS APC1, m/z = 445 (M+). 

20 Example 54 

N-[2-(SM3,4-DichlorophenyO 

piperidinyl]butyl]-N-methyI-3-cyano-l-naphthamide citrate. 

Using standard reductive alkylation conditions N-[2-(S)-(3,4-dichlorophenyl)]-4- 
oxobutyl-N-methyl-3-cyano-l-naphthamide (0,1 15 g) was reacted with 4-(4-carbamoyl-2- 
25 (R,S)-methylsulfinylphenyl)piperidine (0.071 g) and converted to the citrate salt. MS m/z 675 
(M+); J H NMR (DMSO d 6 ) 5 8.70-8.58 (m, 1H), 8.25-6.40 (m, 13H), 3.60-1.50 (m, 26H); 
analysis for C 36 H 36 Cl 2 N 4 O 3 S#1.0 citric acid*1.0 H 2 O0.25 Et 2 0: calculated; C, 57.1 1; H, 5.41; 
N, 6.20; found; C, 57.06; H, 5.18; N, 6.28. 

The requisite 4-(4-carbamoyl-2-(R,S)-methylsulfinylphenyl)piperidine was prepared as 
30 follows: 
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a) 4-[2-Methylsulfinyl-4-bromophenyl]piperidine. 

To a stirred solution of 4-(2-sulfinylphenyl)piperidine (Jacobs. R; Shenvi, A; EP 
630887) (0.496g) dissolved in 5 mL of acetic acid was added a solution of bromine (0.715 g 
in 15mL of acetic acid). The mixture was heated at 75 °C for 80 min. The cooled mixture 
5 was quenched with 3 mL H 2 0, the solvent was evaporated, and the residue was dissolved in 
H 2 0. The aqueous mixture was basified to pH 14 by addition of KOH and extracted with 
CHC1 3 (3x15 mL). The organic extracts were combined, dried over Na 2 S0 4 , evaporated, and 
purified by chromatography (19: 1 DCM:methanol containing 0.5% aqueous NH 4 0H) to 
afford the product (0.421 g) as a light yellow solid. MS m/z 302 (M+H). 'H NMR (CDC1 3 ) 5 
10 7.86 (d, 1H), 7.61 (dd, 1H), 7.52 (d, 1H), 3.25-3.35 (m, 2H), 3.08-2.60 (m, 7H), 2.04-1.61 (m, 
4H). 

b) 4-[2-Methylsulfinyl-4-bromophenyl]-N-Cbz-piperidine. 

To a stirred solution of 4-[2-methylsulfinyl-4-bromophenyl]piperidine (2.70 g) 
dissolved in 140 mL THF was added 2.60 mL triethylamine followed by 1.74 g of benzyl- 

15 chloroformate. After 18 h THF was evaporated, the residue was dissolved in 100 mL DCM, 
extracted with 0.5 M HC1 (3x40 mL), and saturated NaHC0 3 (2x50 mL). The organic extract 
was dried over Na 2 S0 4 and evaporated to give an oil which was purified by chromatography 
(4:1 EtOAc:DCM) to give 3.39 g of product. *H NMR (CDC1 3 ) 6 7.87 (d, 1H), 7.61 (dd, 1H), 
7.49-7.32 (m, 6H) 3 5.17 (s, 2H), 4.30-4.21 (m, 2H), 2.99-2.75 (m, 3H), 2.70 (s, 3H), 1.95-1.55 

20 (m,4H). 

c) 4-[2-Methylsulfinyl-4-methoxycarbonylphenyl]-N-Cbz-piperidine. 

To a mixture of DMSO (75 mL) and MeOH (75 mL) was added l,3-bis(diphenyl- 
phosphino)propane (0.536 g), palladium acetate (0.331 g), 4-[2-methylsulfinyl-4-bromo- 
phenyl]-N-Cbz-piperidine (2.840 g), and 2.00 mL triethyl amine. The mixture was purged 

25 with carbon monoxide for 20 min then heated at 70 °C under carbon monoxide (1 atm) for 1 8 
h. The mixture was poured into 250 mL of H 2 0 and extracted with 1:1 EtOAc:Et 2 0 (2x75 
mL). The organic layer was extracted with H 2 0 (5x75 mL), dried over Na 2 S0 4 , and 
evaporated. The residue was purified by chromatography (4:1 EtOAc:DCM) to give 2.39 g of 
product. MS m/z416 (M+H). ! HNMR (CDC1 3 ) 6 8.17-8.07 (m, 2H), 7.96 (d, 1H), 7.42-7.28 

30 (m, 5H) 5 5.18 (s, 2H), 4.50-4.32 (m, 2H), 3.95 (s, 3H), 2.99-2.80 (m, 3H), 2.73 (s, 3H), 1.95- 
1.55 (m 5 4H). 
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d) l-Benzyloxycarbonyl-4-(4-carboxy-2-(R,S)-sulfinylphenyl)piperidine 

To a solution of 4-[2-methylsulfinyl-4-methoxycarbonylphenyl]-N-Cbz-piperidine 
(0.120 g) dissolved in 10 mL 1 :1 THF:H 2 0 was added 0.038 g LiOH. After heating the 
mixture at 60 °C for 1 8 h, 2 mL of 1M HC1 was added and the mixture was extracted with 
5 DCM (3x1 0 mL). The organic extracts were combined, dried over Na 2 S0 4 , evaporated, and 
purified by chromatography (10:1 DCM:methanol containing 1.5% aqueous NH 4 OH) to give 
a solid (0.107 g). MS m/z 402 (M+H). 'H NMR (CDC1 3 ) 6 8.05-7.72 (m ? 3H) ? 7.48-7.15 (m, 
5H), 6.61 (brs, 1H), 5.11 (s, 2H), 4.50-4.05 (m, 2H), 2.95-2.50 (m,3H),3.60 (s,3H),1.93- 
1.38 (m, 4H). 

1 0 e) 4-(4-Carbamoyl-2-(R,S)-sulfinylphenyl)piperidine. 

To a solution of l-benzyloxycarbonyl-4-(4-carboxy-2-(R,S)-sulfinylphenyl)piperidine 
(1.28g) dissolved in 45 mL DCM was added 1.45 mL of N ; N-diisopropylethylamine. Mixture 
was stirred for 10 min and then 1.017g tetramethylfluoroformamidiniumhexafluorophosphate 
was added and stirring was continued for 1 h. At this point NH 3 was bubbled through the 

15 solution for 30 min. Then 20 mL of saturated NaHC0 3 was added and the result was 

extracted with DCM (3x10 mL). Extracts were combined, dried over Na 2 S0 4 , and evaporated. 
The material was recrystallized from EtOAc:MeOH (3:1). 'HNMR (CDC1 3 ) 5 8.09 (d, 1H), 
7.85-7.78 (d, 2H), 7.42-7.30 (m, 5H), 6.16 (br s, 1H), 5.72 (br s, 1H), 5.17 (s, 2H), 4.50-4.2 
(m, 2H), 2.99-2.78 (m, 3H), 2.73 (s 5 3H), 1.95-1 .60 (m, 4H); MS m/z 423 (M+Na). N- 

20 deprotection of 1 -benzyloxycarbonyl-4-(4-carboxamide-2-(R,S)-sulfinylphenyl)piperidine 
was accomplished using trifluoroacetic acid under standard conditions. *H NMR (CDC1 3 , 
TFA-d 4 ) 8 8.17 (d, 1H), 8.04 (dd, 1H), 7.98 (d, 1H), 3.79-3.61 (m, 2H), 3.45-3.20 (m, 3H), 
2.97 (s, 3H), 2.42-1 .95 (m, 4H); MS m/z 267. (M+H). 

25 Example 55 

N-(2-(S)-(3,4-Dichlorophe^ 

piperidinyl]butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive alkylation conditions N-[2-(S)-(3,4-dichlorophenyl)]-4- 
oxobutyl-N-methyl-3-cyano-l-naphthamide (0.250 g) was reacted with 4-[2-(R,S)- 
30 methylsulfinyl-4-methoxycarbonylphenyl]piperidine (0. 1 64 g) and converted to the citrate 
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salt MS m/z 690 (M+); ! H NMR (DMSO d 6 ) 8 8.70-8.58 (m, 1H), 8.20-7.40 (m, 1 1H), 3.89 
(s, 3H), 3.55-2.30 (m, 19H), 2.20-1.50 (m s 7H). 

The requisite 4-(2-(R,S)-sulfinyl-4-methoxycarbonylphenyl)piperidine was prepared 
as follows. 
5 N-te^Butylcarbamate-4-[2-^ 

piperidine was prepared from 4-(2-(R,S)-sulfinyl-4-bromophenyl)piperidine in an analogous 
fashion to that described for N-benzyloxycarbonyl-4-[2-(R,S)-methylsulfinyl-4- 
methoxycarbonylphenyl]piperidine (Example 54). N-protection was achieved using di(tert- 
butyl)dicarbonate in dioxane solvent using aq. NaOH as the base. Carbonylation of N-/erf- 

1 0 butylcarbamate-4-(2-(R,S)-sulfmyl-4-bromophenyl)piperidine was performed using a 
procedure like that described in Example 54 to give N-/err-butylcarbamate-4-(2-(R,S)- 
sulfinyl-4-methoxycarbonylphenyl)piperidine. ] H NMR(CDC1 3 ) 8 8.15-8.05 (m, 2H), 7.99- 
7.95 (m, 1H), 4.40-4.15 (m, 2H), 3.95 (s, 3H), 2.95-2.65 (m, 3H), 2.73 (s s 3H), 1.95-1.45 (m, 
4H), 1.50 (s,9H). N-deprotectionofN-/er/-butylcarbamate-4-(2-(R,S)-sulfiny]-4-methoxy- 

1 5 carbonylphenyl)piperidine was accomplished using trifluoroacetic acid under standard 
conditions to give 4-(2-(R,S)-sulfinyl-4-methoxycarbonylphenyl)piperidine. J H NMR 
(CDC1 3 ) 8 8.15-8.03 (m, 3H), 3.94 (s, 3H), 3.30-3.15 (m, 2H), 2.90-2.65 (m, 4H), 2.72 (s, 3H), 
1.95-1.50 (m, 4H); MS m/z 282 (M+H). 

20 Example 56 

N-[2-(S)-(3,4-Dichlorophenyl)-4^^ 

piperidinyl]butyl]-N-methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive alkylation conditions N-[2-(S)-(3 ? 4-dichlorophenyl)]-4- 
oxobutyl-N-methyl-3-cyano-l-naphthamide (0.429g) was reacted with 4-(4-hydroxy-2-(R,S)- 
25 methylsulfinyl)phenyl)piperidine (0.239g) and converted to the citrate salt. MS m/z 648 
(M+); 'H NMR (DMSO d 6 ) 8 9.93-9.78 (m, 1H), 8.70-8.58 (m, 1H), 8.20-8.00 (m, 1H), 7.85- 
6.40 (m, 10H), 3.55-2.30 (m, 19H), 2.20-1.50 (m, 7H); analysis for C 35 H 35 C1 2 NAS*1.0 Citric 
AcuM.5 H 2 O0.25 Et 2 0: calculated; C, 56.92; H, 5.52; N, 4.74; found; C, 57.03; H, 5.26; N, 
4.90. 

30 The piperidine was prepared as follows: 
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a) 4-[4-Methoxy-2-methylthiophenyl]piperidine. 
l-Ben2yloxycarbonyl-4-[4-methoxy-2-methylthiophenyl]piperidine (Example 2) was 

N-deprotected using trifluoroacetic acid under standard conditions to give 4-[4-methoxy-2- 
methylthiophenyl]piperidine; ] H NMR (CDC1 3 ) 8 7.15 (d, 1H), 6.76 (d, 1H), 6.69 (dd, 1H), 
5 3.80 (s, 3H), 3.18 (dm, 2H), 3.01 (tt, 1H), 2.78 (td, 2H), 2.45 (s, 3H), 1.82 (dm, 2H), 1.66 (s, 
1H), 1.58 (qd, 2H); MS m/z 238 (M+H). 

b) 4-[4-Hydroxy-2-methylthiophenyl]piperidine. 

A mixture of pyridinium hydrobromide (20.76g) and 4-[4-methoxy-2- 
methylthiophenyljpiperidine (6.16 g) was heated at 225° C for 18 h. The reaction mixture 

1 0 was cooled, dissolved in 200 mL H 2 0, adjusted to pH 7 with IN KOH, and extracted with 
hexane (4 x 50 mL). The aqueous layer was concentrated under reduced pressure to give an 
oil which was dissolved in 200 mL EtOH and stirred for 0.5 h. The precipitate was filtered 
and washed with EtOH (2 x 40 mL). The filtrate and all washes were combined and 
concentrated under reduced pressure. The crude product was purified by chromatography (9: 1 

1 5 DCM:MeOH) to give 6.06 g of 4-[4-hydroxy-2-methylthiophenyl]piperidine as the 

hydrobromide salt. J H NMR (DMSO d 6 ) 6 9.44 (s, 1H), 8.49 (m, 2H), 6.97 (d, 1H), 6.66 (d, 
1H), 6.58 (dd, 1H), 3.43-3.30 (dm, 2H), 3.13-2.95 (m, 3H), 2.42 (s, 3H), 1.91-1.61 (m, 4H); 
MS m/z 225 (M+H). 

c) 4-[4-Hydroxy-2-(R,S)-methylsulfinylphenyl]piperidine. 

20 To a rapidly stirring slurry of 4-[4-hydroxy-2-methylthiophenyl]piperidine 

hyrdobromide (2.57g) and triethylamine (4.00 mL) in 200 mL THF was slowly added 2.50 
mL of benzyl chloroformate over 10 min. The mixture was stirred for 18 h, quenched with 20 
mL saturated NaHC0 35 and THF was concentrated under reduced pressure. Residue was 
stirred with 50 mL saturated NaHC0 3 and extracted with DCM (3 x 50 mL). Extracts were 

25 combined, dried over Na 2 S0 4 , and concentrated under reduced pressure to give an oil which 
was dissolved in 160 mL 1 :1 THF:H 2 0. To this was added 0.26 g LiOH and mixture was 
stirred for 18 h. THF was evaporated under reduced pressure, aqueous residue was acidified 
with 15 mL IN HC1, and this was extracted with DCM (4 x 40 mL). Extracts were combined, 
dried over Na 2 S0 4 , and concentrated under reduced pressure to give an oil which was purified 

30 by chromatography (2:3 EtOAc:hexane) to give 1.71g of solid product; *H NMR (CDC1 3 ) 8 
7.45-7.25 (m, 5H), 6.99 (d, 1H), 6.70 (d, 1H), 6.59 (dd, 1H), 5.16 (s, 2H), 5.03 (s, 1H), 4.41- 



WO 00/02859 



-85- 



PCT/GB99/02178 



4.25 (m, 2H), 3.04 (tt, 1H), 3.00-2.83 (m, 2H), 2.44 (s, 3H), 1.90-1.45 (m, 4H); MS m/z 358 
(M+H). l-Benzyloxycarbonyl-4-[4-hydroxy-2-methylthiophenyl]piperidine was oxidized 
withNaI0 4 in 1:1 THF:H 2 0 using standard conditions to give l-benzyloxycarbonyl-4-[4- 
hydroxy-2-(R ) S)-methylsulfinylphenyl]piperidine; 'H NMR (CDC1 3 ) 8 8.50 (s, 1H), 7.79 (d, 
5 1H), 7.42-7.30 (m, 5H), 7.12 (d, 1H), 6.95 (dd, 1H), 5.16 (s, 2H), 4.42-4.20 (m, 2H), 2.95- 
2.65 (m, 3H), 2.74 (s, 3H), 1.90-1.50 (m, 4H); MS m/z 374 (M+H). 1 -Benzyloxycarbonyl-4- 
[4-hydroxy-2-(R,S)-methylsulfinylphenyl]piperidine was N-deprotected using trifluoroacetic 
acid under standard conditions to give 4-[4-hydroxy-2-(R,S)-methylsulfinylphenyl]piperidine 
and used without purification. MS m/z 240 (M+H). 

10 

Example 57 

N-[2-(S)-(3,4-Dichlorophenyl)-4-(4-[4-chloro-(R,S)-2-methylsulfinylphenyl]-l- 
piperidinyl]butyl)-N-methyl-3-cyano-l-naphthamide citrate. 

Using standard reductive alkylation conditions N-[2-(S)-(3,4-dichlorophenyl)]-4- 

15 oxobutyl-N-methyl-3-cyano-l-naphthamide (0.302g) was reacted with 4-(4-chloro-2-(R,S)- 
methylsulfinyl)phenyl)piperidine (0. 1 81g) and converted to the citrate salt. MS m/z 666 
(M+); 'H NMR (DMSO d 6 ) 8 8.70-8.58 (m, 1H), 8.20-8.00 (m, 1H), 7.85-6.40 (m, 1 1H), 
3.50-1.50 (m, 26H); analysis for C 35 H 34 C1 3 N 3 0 2 S»1 .0 citric acid»1.5 H 2 O0.25 Et,0: 
calculated; C, 56.03; H, 5.26; N, 4.67; found; C, 55.98; H, 5.02; N, 4.67. 

20 The requisite 4-(4-chloro-2-(R,S)-methylsulfinylphenyl)piperidine was prepared 

according to the procedures described in Example 2 except 3-chlorophenol was used in place 
of 3-methoxyphenol. The oxidation of the thiomethyl adduct was carried out according to the 
procedure described in Example 16, sub-part (e). 3-Chlorophenol (24.28g) was reacted with 
bromine (29.78g) to give 6.15g of 2-bromo-5-chlorophenol (minor isomer) and 24.60g 4- 

25 bromo-3-chlorophenol (major isomer) after purification by column chromatography (10: 1 
hexane:EtOAc); minor isomer-'H NMR (CDC1 3 ) 8 7.37 (d, 1H), 7.04 (d, 1H), 6.82 (dd, 1H), 
5.55 (s, 1H). Major isomer: 'HNMR(CDC1 3 ) 8 7.36 (d, 1H), 6.91 (d, 1H), 6.57 (dd, 1H), 5.75 
(s, 1H). Analytical data for all other intermediates follows. 2-Bromo-5-chloro-(N,N- 
dimethylthiocarbamoyl)phenol; 'H NMR (CDC1 3 ) 8 7.52 (d, 1H), 7.18 (d, 1H), 7.13 (dd, 1H), 

30 3.47 (s, 3H), 3.39 (s, 3H); MS m/z 296 (M+). 4-Chloro-2-(N,N-dimethylthiocarbamoyl)- 
bromobenzene; 'H NMR (CDC1 3 ) 8 7.68-7.55 (m, 2H), 7.23 (dd, 1H), 3.12 (s, 3H). 3.05 (s, 
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3H); MS m/z 296 (M+). 4-Chloro-2-(thiomethyl)bromoben2ene; 'H NMR (CDC1 3 ) 8 7.43 (d f 
1H), 7.06 (d, 1H), 6.97 (dd, 1H), 2.48 (s, 3H). l-Benzyloxycarbonyl-4-hydroxy-4-(4-chloro- 
2-methylthiophenyl)piperidine; 'H NMR (CDC1 3 ) 8 7.43-7.30 (m, 6H) : 7.26 (d, 1H), 7.15 
(dd, 1H) 5.15 (s, 2H), 4.25-4.00 (m, 2H), 3.84 (s, 1H), 3.50-3.25 (m, 2H), 2.52 (s, 3H), 2.15- 
5 1 .90 (m, 4H); MS m/z 4 1 4 (M+Na). 1 -Benzyloxycarbonyl-4-(4-chloro-2- 

methylthiophenyl)piperidine; 'H NMR (CDClj) 8 7.43-7.30 (m, 5H), 7.18-7.10 (m, 3H), 5.16 
(s, 2H), 4.42-4.20 (m, 2H), 3.07 (tt, 1H), 3.00-2.80 (m, 2H), 2.47 (s, 3H), 1.91-1.45 (m, 4H); 
MS m/z 398 (M+Na). l-Benzyloxycarbonyl-4-(4-chloro-2-(R,S)-methylsulfmylphenyl)- 
piperidine; 'H NMR (CDC1 3 ) 8 7.98 (d, 1H), 7.42 (dd, 1H), 7.41-7.30 (m, 5H), 7.21 (d, 1H), 
10 5.16 (s, 2H), 4.43-4.21 (m, 2H), 2.96-2.78 (m, 3H), 2.71 (s, 3H), 1.92-1.51 (m, 4H). 4-(4- 
Chloro-2-(R,S)-methylsulfinylphenyl)piperidine; 'H NMR (CDC1 3 ) 8 7.97 (d, 1H), 7.43 (dd. 
1H), 7.28 (d, 1H), 3.30-3.10 (m, 2H), 2.71 (s, 3H), 2.83-2.61 (m, 3H), 1.92-1.51 (m, 5H); MS 
m/z258 (M+H). 

15 Example 58 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[(S)-2-methylsulfinylphenyl]-l-piperidinyl]butyl]-N- 
methyl-3-trifluoromethyl-l-naphthamide citrate hydrate. 

Using standard acylation conditions, 3-trifluoromethyl-l-naphthoyl chloride (0.1 1 g) 
was reacted with N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[(S)-2-methylsulfmylphenyl]-l-piperi- 
20 dinyl]butyl]-N-methylamine (0.19 g), converted to the citrate salt, and isolated by filtration - 
from diethyl ether to afford the title compound (0.3 g) as an off-white powder. 
MS APCI, m/z = 675 (M+H); 'H NMR (300 MHz, DMSO-d 6 ) 8 1 1 .0 (broad), 8.55-8.40 (m), 
8.30-8.10 (m), 7.91-7.63 (m), 7.62-7.45 (m), 7.44-7.12 (m), 7.05-6.85 (m), 3.20-2.76 (m), 
2.75-2.55 (m), 2.20-1.65 (m); analysis calculated for C 35 H 35 C1 2 F 3 N 2 0 2 S, 1 C 6 H 8 0„ 1 H 2 0, C 
25 55.60, H 5.12, N 3.16, found C 55.42, H 5.02, N 3.12. 

The requisite 3-trifluoromethyl-l-naphthoyl chloride was prepared as follows, 
a) 4-Bromo-2-naphthoic acid. 

A solution of 4-bromo-2-naphthoic acid, methyl ester (Adcock, W; Wells, PR; Aust. 
J.Chem .; 18, 1965; 1351-1364) (2.23 g) in THF (50 mL) was treated with a solution of LiOH 
30 (hydrate) (0.39 g) and H 2 0 (25 mL). Methanol (5 mL) was added, and the mixture was stirred 
at 25 °C for several days. The mixture was concentrated in vacuo , treated with additional H,0, 
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washed with diethyl ether, acidified (10% aq. HC1), and extracted with a mixture of EtOAc 
and DCM (1 :2). The extracts were dried (Na 2 S0 4 ) ? filtered, and the solvent removed in vacuo . 
The off-white solid residue was triturated with diethyl ether, the solids recovered by filtration, 
washed with minimum diethyl ether, and dried under reduced pressure to afford the product 
5 (1.6 g, 76 %) as an off-white solid. MS EI, m/z = 250 (M); 'H NMR (300 MHz, DMSO-d 6 ) 8 
13.44 (bs, 1H), 8.68 (s, 1H), 8.25 (s, 1H), 8.23-8.18 (m, 2H), 7.87-7.83 (t, 1H) ? 7.76-7.71 (t, 
1H). 

b) 4-Bromo-2-thionaphthoic acid, S-ethyl ester. 

A mixture containing 4-bromo-2-naphthoic acid (1.34 g) and dry DCM (15 mL) was 

10 treated with oxalyl chloride (0.83 g) at 25 °C. A catalytic amount of DMF was added, the 
mixture stirred for 4 hours, then the DCM removed in vacuo . The solid residue was re- 
dissolved in dry DCM (15 mL), cooled (ice bath), and ethanethiol (0.85 mL) was added 
dropwise. After 10 minutes, TEA (1.6 mL) was added, and the mixture was allowed to warm 
to 25 °C.*~ After stirring for 16 hrs., the mixture was diluted with 10% aq. NaHC0 3 and 

1 5 extracted with DCM. The extracts were dried (Na 2 S0 4 ), filtered, and the solvent removed in 
vacuo . The dark, red-orange residue was purified by chromatography (10% CH 2 C1 2 in 
hexane) to afford the product (1 .5 1 g, 96.2%) as an off-white solid. MS EI, m/z = 294/296 
(M); ] U NMR (300 MHz, CDC1 3 ) 6 8.48 (s, 1H), 8.30 (s, 1H), 8.28-8.25 (d, 1H) ? 7.99-7.96 (d, 
1H), 7.75-7.70 (t, 1H), 7.64-7.59 (t, 1H), 3.18-3.1 1 (q, 2H), 1.42-1.37 (t, 3H). 

20 c) 4-Bromo-2-dithionaphthoic acid, ethyl ester. 

A mixture containing 4-bromo-2-thionaphthoic acid, S-ethyl ester (1 .49 g), 2,4-bis(4- 
methoxyphenyl)-l,3-dithia-2,4-diphosphetane-2,4-disulfide (Lawesson's reagent) (1.43 g), 
and dry toluene (25 mL) was heated under reflux for 20 hours, allowed to cool, then diluted 
with diethyl ether. The solution was washed [aq. NaHC0 3 and H 2 0], dried (Na 2 S0 4 ), filtered, 

25 and the solvent removed in vacuo . The dark-red residue was purified by chromatography 
(10% CH 2 C1 2 in hexane) to afford the product (1.35 g) (85.6%) as a red solid. MS EI, m/z = 
310/312 (M); ! H NMR (300 MHz, CDC1 3 ) 5 8.47 (s, 1H), 8.44 (s, 1H), 8.24-8.22 (d, 1H), 
7.97-7.95 (d, 1H), 7.71-7.67 (t, 1H), 7.61-7.57 (t, 1H), 3.46-3.39 (q, 2H), 1.48-1.43 (t, 3H). 
d) 1 -Bromo-3-trifluoromethylnaphthalene. 

30 Based on the procedure of Kuroboshi, M and Hiyama, T f Chemistry Letters , 827-830 

(1992), a solution containing 4-bromo-2-dithionaphthoic acid, ethyl ester (0.18 g) and dry 
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DCM (4 mL) was cooled (0 °C) and treated with HF/pyridine (70:30 wt%) (0.6 mL). After 
several minutes, 1 ,3-dibromo-5,5-dimethylhydantoin (0.68 g) was added in one portion. The 
reaction was allowed to warm to 25 °C, stirred for 1 .5 hours, poured into a solution of sat. aq. 
NaHC0 3 and NaHS0 3 , and extracted with diethyl ether. The diethyl ether extracts were dried 
5 (Na 2 S0 4 ), filtered, the solvent removed in vacuo . The residue was purified by 

chromatography (hexane) to afford the product (0.08 g, 50%) as a colorless liquid. MS EI, m/z 
= 274/276 (M); 'HNMR (300 MHz, CDC1 3 ) 5 8.31-8.28 (d, 1H), 8.13 (s, 1H), 7.96-7.93 (s,d, 
2H), 7.77-7.72 (t, 1H), 7.68-7.63 (t, 1H); ,9 F NMR (282 MHz, CDC1 3 ) 5 -62.91 (s). 

e) 3-Trifluoromethyl-l -naphthoic acid, methyl ester 

10 A mixture containing l-bromo-3-trifluoromethylnaphthalene (0.44 g), 1,3-bis- 

(diphenylphosphino)propane (0.13 g), palladium acetate (0.08 g), and TEA (0.45 mL) in 
DMSO (10 mL) and MeOH (10 mL) was placed under an atmosphere of carbon monoxide. 
The mixture was heated at 70 °C for 22 hours, cooled, diluted with MeOH, filtered through 
celite, and rinsed with MeOH. The combined filtrates and washings were evaporated in 

15 vacuo . The residue was dissolved in EtOAc, washed (with water and brine), dried (Na 2 S0 4 ) ? 
filtered, and the solvent removed in vacuo . The residue was purified by chromatography 
(10% DCM in heaxane) to afford the product (0.24 g) (58.6%) as a colorless liquid. MS EI, 
m/z = 254 (M); 'HNMR (300 MHz, CDC1 3 ) 8 8.99-8.97 (d, 1H), 8.36 (s, lH),8.32(s, 1H), 
8.00-9-7.97 (d, 1H), 7.78-7.72 (t, 1H), 7.67-7.63 (t, 1H), 4.04 (s, 3H); l9 F NMR (282 MHz, 

20 CDC1 3 ) 5 -60.42 (s). 

f) 3-Trifluoromethy 1- 1 -naphthoic acid 

A solution of 3-trifluoromethyl-l -naphthoic acid, methyl ester (0.23 g) in THF (5 mL) 
was treated with a solution of LiOH (hydrate) (0.044 g) and H 2 0 (1 .5 mL). Methanol (0.5 mL) 
was added, and the mixture was stirred at 25 °C for 3.5 hours. The mixture was concentrated 

25 in vacuo , treated with additional H 2 0, acidified (IN aq. HC1), and extracted with DCM. The 
extracts were dried (anhyd. Na 2 S0 4 ), filtered, and the solvent removed in vacuo to afford the 
product (0.21 g) (95.8%) as an off-white solid. MS EI, m/z = 240 (M); l H NMR (300 MHz, 
CDC1 3 ) 5 9.14-9.12 (d, 1H), 8.58 (s, 1H), 8.40 (s, 1H), 8.05-8.02 (d, 1H), 7.83-7.78 (t, 1H), 
7.71-7.66 (t, 1H); ,9 F NMR (376 MHz, CDC1 3 ) 6 -61 .53 (s). 

30 g) 3-Trifluoromethyl-l-naphthoyl chloride 
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A mixture containing 3-trifluoromethyl-l -naphthoic acid (0.10 g) and dry DCM (5 
mL) was treated with oxalyl chloride (0.065 g) at 25 °C. A catalytic amount of DMF was 
added, the mixture stirred for 4 hours, then the DCM was removed in vacuo . The solid residue 
was re-dissolved in dry DCM and used without further purification. 

5 

Example 59 

N-[2-(S)-(3,4-Dichlorophenyl) 
N-methyl-3-cyano-l-naphthamide hydrochloride. 

Using standard reductive amination conditions N-[2-(S)-(3,4-dichlorophenyl)]-4- 
10 oxobutyl-N-methyl-3-cyano-l-naphthamide (0.150 g) was reacted with 4-(4-(R,S)-methyl- 
sulfinylphenyl)piperidine (0.079g) and converted to the hydrochloride salt. MS m/z 632 
(M+). ] H NMR (DMSO d 6 ) 5 10.49 (m, 1H), 8.63 (m, 1H), 8.10 (m f 1H), 7.90-6.50 (m s 10H), 
2.73 (s,3H), 3.77-1 .70 (m, 19H). 

15 Example 60 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[3-fluoro-4-methylsulfinylphenyl]-l-piperidinyl]- 
butyl]-N-methyl-3-cyano-l-naphthamide. 

Using standard reductive amination conditions N-[2-(S)-(3,4-dichlorophenyl)]-4- 
oxobutyl-N-methyl-3-cyano-l-naphthamide (0.213 g) was reacted with 4-(3-fluoro-4-methyl- 

20 sulfinylphenyl)piperidine (0.120 g) and converted to the hydrochloride salt (0.276 g). mp 
175-180 °C; ! H NMR (300 MHz, CDC1 3 ) 5 10.76 (m, 1H), 8.63 (s, 1H), 825 (m, 1H), 7.9-6.9 
(m, 9H), 6.5 (br., 1H), 4.5 (br., 1H), 2.82 (two peaks, 3H), 2.5 (two peaks, 3H), 2.4-1.8(m, 
6H); MS APCI, m/z = 650 (M + ). 

The requisite N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[3-fluoro-4-methylsulfmylphenyl]-l - 

25 piperidinyl]butyl]-N-methylamine was prepared from 4-bromo-2-fluorophenol using 

procedures according to those described in Example 2a-h for 4-(4-methoxy-2-methylsulfinyl- 
phenyl)piperidine except for the oxidation (step g) of the intermediate 4-(3-fluoro-4- 
methylthiophenyl)-N-Cbz-piperidine; this was carried out as described in Example 16e and 
the cleavage of the Cbz-group (step h) which was carried out as described in Example 6c. 'H 

30 NMR (300 MHz, CDC1 3 ) 5 8.8 (t, J = 10Hz, 1H) 7.3 (m, 1H), 6.97 (m, 1H), 3.3 (m, 2H), 1.85 
(m, 2H), 1 .65 (m, 2H); MS APCI, m/z = 242 (M + ); 
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Example 61 

N-[(S)-2-(3,4-DichIorophenyl)-4-[4-[4-methylsulfonyloxyphenyl]-l-piperidinyl]buty 
methyI-3-cyano-l-naphthamide. 

To a stirred solution of N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[2-hydroxyphenyl]-l- 
5 piperidinyl]butyI]-N-methyl-3-cyano-l-naphthamide (100 mg) in DCM (2 mL) at 0 °C was 
added triethylamine (0.030 mL) and methanesulfonyl chloride (0.016 ml). The stirred 
solution was warmed to room temperature over 2 h, additional triethylamine (two drops) and 
methanesulfonyl chloride (1 drop) were added, stirring continued for 30 min, and the mixture 
was concentrated and purified by chromatography (5-10% MeOH in DCM (110 mg). ! H 

10 NMR (300 MHz, DMSO-d 6 ) 5 8.64 (d,lH); 8.10 (m,lH); 6.40-7.90 (m); 4.10 (bs); 3.50 
(d,3H); 2.40-3.45 (m); 2.13 (m); 1.60-2.00 (m); MS APCI, m/z = 664 (M'). 

The requisite N-[(S)-2-(3 5 4-dichlorophenyl)-4-[4-[2-hydroxyphenyl]-l -piperidinyl]- 
butyl]-N-methyl-3-cyano-l-naphthamide was prepared as follows. 

2-Benzyloxybromobenzene (242.3 g) was reacted with 1 -benzyloxycarbonyl-4- 

15 piperidone (214.7 g) according to the method described for Example 2e to afford 4-hydroxy- 
4-(2-benzyloxyphenyl)-N-Cbz-piperidine (226.75 g) after extraction and chromatography 
using 10-30% ethyl acetate in hexanes. l H NMR (300 MHz,' CDC1 3 ) 8 7.40-7.21 (m, 12H), 
6.98 (m, 2H), 5.12 (s, 4H), 4.1 1 (br s, 3H), 3.35 (br s, 2H), 2.03 (br s, 4H). A sample of this 
material (235 g) was reacted with triethylsilane (405 mL) and trifluoroacetic acid (195 mL) 

20 according to the method described for Example 2f. Following extraction and chromatography 
(10-25% ethyl acetate in hexane), residual triethylsilane was removed by distillation (50-60 
°C, 800-900 millitorr) to afford 4-(2-benzyloxyphenyl)-N-Cbz-piperidine (179.3 g). A 
solution of this material (4.01 g) in ethanol (60 mL) was shaken for 24 h with palladium 
hydroxide on carbon [Pearlman's catalyst] (2.2 g) under hydrogen (50 psi). The catalyst was 

25 removed by filtration, the filtrate was concentrated and triturated with acetone to afford 4-(2- 
hydroxyphenyl)-piperidine (0.75 g) as a white powder. 'H NMR (300 MHz, DMSO-d 6 ) 5 
8.49 (s, 1H), 7.02 (m, 2H), 6.82 (d, 1H), 6.72 (t, 1H), 3.20 (br d, 2H), 3.02 (m, 1H), 2.85 (tt, 
2H), 1.74 (m, 4H). Using standard reductive amination conditions N-[2-(S)-(3,4- 
dichlorophenyl)]-4-oxobutyl-N-methyl-3-cyano-l-naphthamide (0.213 g) was reacted with 

30 4-(2-hydroxyphenyl)-piperidine to afford N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[2- 
hydroxyphenyl]-l-piperidinyl]butyl]-N-methyl-3-cyano-l-naphthamide. 
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Example 62 

N-[2-(S)-(3,4-Dichloroph 

piperidinyl]buty]]-N-methy]-3-cyano-l-naphtharaide hydrochloride. 

Using standard reductive alkylation conditions N-[2-(S)-(3,4-dichlorophenyl)]-4- 
5 oxobutyl-N-methyl-3-cyano-l -naphthamide (0. 1 28 g) was reacted with 4-(3-methoxy-4- 
(R,S)-methylsulfinylphenyl)piperidine (0.080 g) and converted to the hydrochloride salt. MS 
m/z 662 (M+). J H NMR (DMSO d 6 ) 5 10.30 (m, 1H), 8.63 (m, 1H), 8.10 (m, 1H), 7.90-6.85 
(m, 10H), 3.86 (s, 3H), 3.35 (s, 3H), 2.68 (s, 3H), 3.77-1.78 (m, 16H). 

The requisite 4-(3-methoxy-4-(R,S)-(methylsulfinylphenyl)piperidine was prepared 

10 according to the procedures described for Example 2, except 2-methoxyphenol was used in 
place of 3-methoxyphenol. Abbreviated protocols and analytical data follow. 

4-Bromo-2-methoxyphenol: 2-methoxyphenol (129.03g) (used in place of 3- 
methoxyphenol according to Example 2) was reacted with bromine (167.94g) to give 161 .78 g 
of product after purification by vacuum distillation. *H NMR (CDC1 3 ) 5 7.10-6.90 (m, 2H), 

15 6.78 (d, 1H), 5.66 (s, 1H), 3.84 (s, 3H). 4-Bromo-2-methoxy- 

(N,N-dimethylthiocarbamoyl)phenol: 4-bromo-2-methoxyphenol (20.45g) was reacted with 
N,N-dimethylthiocarbamoyl chloride (15.75g) to give 18.28 g of product after 
recrystallization from MeOH. MS m/z 290 (M+). ] H NMR (CDC1 3 ) 5 7.18-7.09 (m, 2H), 6.90 
(d, 1H), 3.82 (s, 3H) 5 3.45 (s, 3H), 3.35 (s, 3H). 5-Bromo-2-(N 5 N-dimethylthiocarbamoyl)- 

20 methoxy benzene: 4-bromo-2-methoxy-(N,N-dimethylthiocarbamoyl)phenol (1 8.28 g) was 
rearranged to give 13.81 g of product after recrystallization from MeOH. MS m/z 290 (M+). 
J H NMR (CDC1 3 ) 8 7.31 (d, 1H), 7.19-7.05 (m, 2H), 3.87 (s, 3H), 3.12 (br s, 3H), 3.01 (br s, 
3H). 5-Bromo-2-(thiomethyl)methoxybenzene: 5-bromo-2-(N,N-dimethylthiocarbamoyl)- 
methoxybenzene (13.81 g) was hydrolyzed and methylated to give 10.71 g of product. 'H 

25 NMR (CDCI3) 6 7.09 (dd, 1H), 6.99 (d, 1H), 6.95 (d, 1H), 3.89 (s, 3H), 2.41 (s, 3H). 

l-Benzyloxycarbonyl-4-hydroxy-4-(3-methoxy-4-methylthiophenyl)piperidine: 5-bromo-2- 
(thiomethyl)methoxy benzene (5.49g) was reacted with l-benzyloxycarbonyl-4-piperidone 
(5.72 g) to give 4.50 g of an oil after chromatography (1 : 1 EtOAc:hexane). MS m/z 410 
(M+Na). ] HNMR (CDC1 3 ) 5 7.43-7.30 (m, 5H), 7.21-6.92 (m, 3H) 5 5.16 (s, 2H) ? 4.30-4.10 

30 (m 3 2H), 3.90 (s, 3H), 3.31-3.20 (m, 2H), 2.44 (s, 3H) 5 2.13-1.60 (m, 4H). 1-Benzyloxy- 
carbonyl-4-(3-methoxy-4-methylthiophenyl)piperidine: l-benzyloxycarbonyl-4-hydroxy-4- 
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(3-methoxy-4-methylthiophenyl)piperidine (4.50 g) was reduced to yield 3.22 g of an oil after 
chromatography (20:1 DCM:EtOAc). 'H NMR (CDC1 3 ) 6 7.43-7.30 (m, 5H) 5 7.13 (d, 1H), 
6.79 (dd, 1H), 6.67 (d, 1H), 5.16 (s, 2H), 4.35-4.20 (m, 2H), 3.88 (s, 3H), 2.96-2.72 (m, 2H), 
2.62 (tt, 1H), 2.42 (s, 3H), 1.91-1.50 (m, 4H). l-Benzyloxycarbonyl-4-(3-methoxy-4-(R,S)- 
5 methylsulfinylphenyl)piperidine: To a stirred solution of NaI0 4 (2.06g) dissolved in 40 mL 
1:1 THF:H 2 0 was added l-benzyloxycarbonyl-4-(3-methoxy-4-methylthiophenyl)piperidine 
(1 .23g). The mixture was stirred at room temperature for 1 8 h, poured into 60 mL H 2 0, and 
extracted with DCM (3x40 mL). Organic extracts were combined, dried over Na : S0 4 , and 
evaporated to give 0.94 g of an oil after chromatography (20:1 DCM:EtOAc). ! H NMR 

10 (CDC1 3 ) 5 7.74 (d, 1H), 7.47-7.30 (m, 5H), 7.02 (dd, 1H), 6.73 (d, 1H), 5.16 (s, 2H), 4.35- 
4.20 (m, 2H) 3 3.88 (s, 3H), 2.98-2.78 (m, 2H) 5 2.76 (s, 3H) 5 2.73 (tt, 1H), 1.95-1 .55 (m, 4H). 
4-(3-methoxy-4-(R 5 S)-methylsulfinylphenyl)piperidine: l-benzyloxycarbonyl-4-(3-methoxy- 
4-(R,S)-methylsulfinylphenyl)piperidine (0.94g) was hydrolyzed to give 0.52g of a white 
solid after chromatography (10:1 DCM:MeOH w/0.5% aq. NH 3 ). MS m/z 254 (M+H). ] H 

15 NMR (CDCI3) 5 7.73 (d, 1H), 7.05 (dd, 1H), 6.79 (d, 1H), 3.88 (s, 3H), 3.35-3.20 (m, 2H), 
2.90-2.60 (m, 3H), 2.77 (s, 3H)> 1.95-1.61 (m, 4H). 

Example 63 

N-[(S)-2-(3,4-DichIorophenyl)-4-[4-[2-[2-oxopyrrolidinylphenyl]]-l-piperidinyl]butyI]-N^ 
20 methyl-3-cyano-l-naphthamide citrate. 

Using the reductive amination conditions described in Example 20c, 4-(2- 
oxopyrrolidinylphenyl)piperidine was reacted with N-[2-(S)-(3,4-dichlorophenyl)]-4-oxo- 
butyl-N-methyl-3-cyano-l-naphthamide, the product was converted to the citrate salt and 
recovered as a white powder. MS: m/z=653 (M+H). l H NMR (DMSO d 6 , selected 
25 resonances) 5 8.6 (m, 1H) 3 8.1 (m, 1H), 7.90-6.80 (m, 1 1H), 2.50 (s, 3H, CO-N-CH 3 ). 

Analysis calculated for C 3 8H 38 N 4 0 2 C1 2 , 2.8 H 2 0, 1 .0 citric acid, C 58.97, H 5.80, N 6.25, found 
C 58.89, H 5.50, N 6.16. 

The requisite 4-(2-oxopyrrolidinylphenyl)piperidine was prepared as follows. 



30 
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a) Methyl 3-[N-(2-{ 1 4tert-buty]oxycarbonyl]-4-piperidyl}phenyl)carbamoyl]propanoate. 
3-Carbomethoxypropionyl chloride (0.120 g) was added to a solution of tert-butyl 4- 

(2-aminophenyl)piperidinecarboxylate (0.21 1 g) (Example 21) and triethylamine (0.081 g) in 
DCM (10 mL) and stirred at ambient temperature overnight. The reaction was diluted with 
5 IN aqueous HC1. The organic phase was dried and evaporated to give the title compound 
(0.310 g) as a yellow oil. MS:m/z=29l (M-Boc). *H NMR (CDC1 3 ) 5 7.53 (m. lH),7.19(m, 
3H) 5 4.25 (br, 1H, NH), 3.72 (s, 3H), 2.82-2.64 (m, 6H), 1.78-1.39 (m, 7H), 1.54 (s, 9H). 

b) Methyl 4-[(2-{ l-[tert-butyloxycarbonyl]-4-piperidyl}phenyl)amino]butanoate. 

A solution of borane in tetrahydrofuran (1M, 3 mL) was added to methyl 3-[N-(2-{l- 
10 [tert-butyloxycarbonyl]-4-piperidyl}phenyl)carbamoyl]propanoate (0.298 g) dissolved in 
tetrahydrofuran (12 mL) under nitrogen. The mixture was heated at reflux for 2 h. cooled to 
room temperature, IN aqueous HC1 (5 mL) added and stirred for an additional 15 min. The 
solution was partially concentrated, diluted with aqueous potassium carbonate and extracted 
with ethyl acetate. The organic extracts were dried and evaporated and the residue purified by 
15 chromatography, (4:1 hexanes: ethyl acetate) to give the title compound (0.1 10 g) as a yellow 
oil. MS: m/z=277 (M-Boc). *H NMR (CDC1 3 ) 5 7.1 1 (m, 3H), 6.72 (m, 2H), 4.27 (br, 1H, 
NH), 3.69 (s, 3H. OCH 3 ), 3.20 (m, 2H), 2.83 (m, 2H), 2.46 (m, 3H), 2.05 (m, 2H), 1.84 (m, 
3H), 1.69 (m,2H), 1.54 (s, 9H). 

c) 4-[(2-{ l-[tert-Butyloxycarbonyl]-4-piperidyl}phenyl)amino]butanoic acid. 

20 IN aqueous sodium hydroxide (0.5 mL) and methanol (0.5 mL) were added to a 

solution of methyl 4-[(2-{ 1 -[tert-butyloxycarbonyl]-4-piperidyl}phenyl)amino]butanoate 
(0.1 10 g) in tetrahydrofuran (3 mL) and the mixture stirred for 3 hours. The reaction was 
diluted with IN aqueous HC1 and extracted with DCM. The organic extracts were dried and 
evaporated to give the title compound (0.100 g) as a yellow oil. MS: m/z=363 (M+H). 

25 d) l-(2-(4-Piperidyl)phenyl)pyrrolidin-2-one hydrochloride. 

Diisopropylethyl amine (0.065 g), 1-hydroxybenzotriazole (0.040 g) and N-(3- 
dimethylaminopropyO-N'-ethylcarbodiimide hydrochloride (0.096 g) were added to 4-[(2-{ 1- 
[tert-butyloxycarbonyl]-4-piperidyl}phenyl)amino]butanoic acid hydrochloride (0.100 g) in 
DCM (6 mL) and the mixture stirred overnight. The reaction was diluted with IN aqueous 

30 HC1 and extracted with DCM. The organic extracts were dried and evaporated to give the title 
compound (0.100 g) as a yellow oil. MS: m/z=367 (M+Na), 245 (M-Boc). This material was 
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N-deprotected with HC1 using the conditions described for Example 21d to afford l-(2-(4- 
piperidyl)phenyl)pyrrolidin-2-one hydrochloride. MS: m/z=245 (M+H). 



Example 64 
5 N-[(S)-2-(3,4-Dichlorophenyl)-4-[^ 

dinyl]butyI]-N-methyI-3-cyano-l-naphthamide citrate. 

Using the reductive amination conditions described in Example 20c, 4-(2-(N-oxo-RN- 
dimethylamino)phenylpiperidine was reacted with N-[2-(S)-(3,4-dichlorophenyl)]-4-oxobutyl- 
N-methyl-3-cyano-l-naphthamide ? the product was converted to the citrate salt and recovered 
10 as a white powder. MS: m/z=629 (M+H). l H NMR (DMSO d 65 selected resonances) 5 8.6 (m, 
1H), 8.1 (m, 1H), 7.90-6.80 (m, 1 1H), 3.83 (s, 6H, Ar-N(0)CH 3 ), 2.50 (s, 3H, CO-N-CH 3 ). 

The requisite 4-(2-(N-oxo-N ? N-dimethylamino)phenyl)piperidine was prepared as 
follows. 

a) 4-[2-(N-oxo-N > N-dimethylamino)phenyl]piperidine hydrochloride. 

15 3-Chloroperoxybenzoic acid (0.125 g) in DCM (2 mL) was added to tert-butyl 4-[2- 

N,N-dimethylaminophenyl]piperidinecarboxylate (0.220 g) in DCM (10 mL) and stirred for 1 
hour. The reaction mixture was extracted sequentially with aqueous sodium sulfite and 
aqueous sodium bicarbonate. The organic phase was dried and evaporated to give tert-butyl 4- 
[2-(N-oxo-N,N-dimethylamino)phenyl]piperidinecarboxylate (0.206 g) as a foamy white 

20 solid. MS: m/z=321 (M+H). This material was N-deprotected with HC1 according to the 
conditions described for Example 2 Id, to afford 4-[2-(N-oxo-N 5 N-dimethylamino)phenyl]- 
piperidine hydrochloride which was used without purification. 

Example 65 
25 N-[(S)-2-(3,4-Dichloropheny^ 

butyl] -N-methyl-3-cyano-l-naphthamide citrate. 

Using the reductive amination conditions described in Example 20c, 4-(2-methoxy- 
carbonylaminophenyl)piperidine was reacted withN-[2-(S)-(3,4-dichlorophenyl)]-4-oxobutyl- 
N-methyl-3-cyano-l-naphthamide, the product was converted to the citrate salt and recovered 
30 as a white powder. MS: m/z = 643 (M+H). 'H NMR (DMSO d 6 , selected resonances) 8 8.91 
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(m, 1H), 8.64 (m, 1H), 8.12 (m, 1H), 7.90-6.80 (m, 10H), 6.30 (br, 1H, NH), 3.77 (s, 3H, 
OCH 3 ) ; 2.50 (s, 3H, CO-N-CH 3 ). 

The requisite 4-(2-methoxycarbonylaminophenyl)piperidine was prepared as follows. 

Methyl chloroformate (0.065 g) was added to a solution of tert-butyl 4-(2-amino- 
5 phenyl)piperidine carboxylate (0. 1 72 g) (Example 2 1 ) and triethylamine in DCM (4 mL) and 
stirred overnight then diluted with IN aqueous HC1. The organic phase was dried and 
evaporated to give tert-butyl 4-(2-methoxycarbonylaminophenyl)piperidinecarboxylate (0.207 
g) as an oil. MS: m/z=235 (M-Boc). 'H NMR (CDC1 3 ) 6 7.21 (m, 4H), 6.30 (br, 1H, NH), 
4.24 (m,2H), 3.72 (s, 3H. OCH 3 ), 2.77 (m, 3H), 1.67 (m,4h), 1.49 (s s 9H). This material was 
10 N-deprotected with HC1 according to the procedure of Example 2 Id, to afford 4-(2-methoxy- 
carbonylaminophenyl)piperidine hydrochloride. 

Example 66 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[2-(methoxy-l,2-dioxoethylamino)phenyl]-l-piperi- 
15 dinyl]butyl]-N-methyl-3-cyano-l-naphthamide citrate 

Using the reductive amination conditions described in Example 20c, 4-(2-(methoxy- 
l,2-dioxoethylamino)phenyl)piperidine was reacted with N-[2-(S)-(3,4-dichlorophenyl)]-4- 
oxobutyl-N-methyl-3-cyano-l-naphthamide, the product was converted to the citrate salt and 
recovered as a white powder. MS: m/z=671 (M+H). { U NMR (DMSO d 6 , selected 

20 resonances) 8 8.62 (m, 1H), 8.10 (m, 1H), 7.90-6.80 (m, 1 1H), 6.45 (br, 1H, NH), 3.84 (s, 3H, 
OCH 3 ), 2.50 (s, 3H, CO-N-CH 3 ). 

The requisite 4-(2-(methoxy-l,2-dioxoethylamino)phenyl)piperidine was prepared as 
follows. According to the procedure described for Example 65, tert-butyl 4-(2-aminophenyl)- 
piperidine carboxylate was reacted with methyl oxalylchloride (in place of methyl 

25 chloroformate) to afford tert-butyl 4-(2-(methoxy- 1 ,2-dioxoethylamino)phenyl)piperidine. 
MS: m/z=362 (M+H). J H NMR (CDC13) 5 7.83 (m, 1H), 7.21 (m, 3H), 6.30 (br, 1H, NH), 
4.24 (m, 2H) 5 3.72 (s, 3H. OCH3), 2.77 (m, 3H) ? 1.67 (m, 4h), 1.51 (s, 9H). This material was 
N-deprotected using HC1 according to the procedure described for Example 2 Id to afford 4- 
(2-(methoxy- 1 ,2-dioxoethy lamino)phenyl)piperidine. 
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Example 67 

N-[(S)-2-(3,4-Dichloroph 

piperidinyl]butyl]-N-methyI-3-cyano-l-naphthamide citrate* 

Using the reductive amination conditions described in Example 20c, 4-[2-(N,N- 
5 dimethylcarbamoy]methoxy)phenyl]piperidine was reacted with N-[2-(S)-(3,4- 

dichlorophenyl)]-4-oxobutyl-N-methyl-3-cyano-l-naphthamide, the product was converted to 
the citrate salt and recovered as a white powder. MS: m/z=671 (M+H). ! H NMR (DMSO d 6 , 
selected resonances) 5 8.62 (m, 1H), 8.10 (m, 1H), 7.90-6.80 (m, 1 1H), 4.83 (s, 2H), 4.10 (m, 
1H), 2.50 (s, 3H, CO-N-CH3). 
1 0 The requisite 4-[2-(N,N-dimethylcarbamoylmethoxy)phenyl]piperidine was prepared 

as follows. 

a) Benzyl 4- [2-(methoxycarbonylmethoxy)pheny l]piperidinecarbamate. 
Potassium carbonate (0.300 g) and methyl bromoacetate (0.300 g) were added to a 

solution of l-benzyloxycarbonyl-4-(2-hydroxyphenyl)piperidine (0.544 g) in acetone (15 mL) 
1 5 and the mixture was heated under reflux for 48 h. The reaction was filtered, evaporated and 
the residue purified by chromatography, (3:1 hexanes: ethyl acetate) to give benzyl 4-[2- 
(methoxycarbonylmethoxy)phenyl]piperidinecarbamate (0.825 g) as a yellow oil. MS: 
m/z-384 (M+H). J H NMR (CDC1 3 ) 8 7.62-6.70 (m, 9H, Ar-H), 5.22 (s, 2H, Ph-CH 2 ), 4.70 
(s, 2H, O-CHj-CO), 3.79 (s, 3H, OCH 3 ), 3.25 (m,lH) 5 2.93 (m, 3H), 1.89 (m, 2H), 1.62 (m, 
20 3H). 

b) Benzyl 4- [2-(hydroxycarbony lmethoxy)phenyl]piperidinecarbamate. 

Benzyl 4-[2-(methoxycarbonylmethoxy)phenyl]piperidinecarbamate (0.825 g) was 
dissolved in a mixture of tetrahydrofuran (10 mL), methanol (3 mL), and IN aqueous sodium 
hydroxide (10 mL) and stirred for 90 min. The reaction was acidified with IN aqueous HC1 
25 and extracted with diethyl ether. The organic phase was dried and evaporated to give the title 
compound (0.462 g) as a colorless oil. 'H NMR (CDC1 3 ) 5 7.62-6.70 (m, 9H, Ar-H), 5.22 (s, 
2H, Ph-CH 2 ), 4.70 (s, 2H, 0-CH 2 -CO), 3.25 (m,lH), 2.93 (m, 3H), 1.89 (m, 2H), 1.62 (m, 
3H). 

c) Benzyl 4-[2-(N,N-dimethylcarbamoylmethoxy)phenyl]piperidinecarbamate. 

30 A 2M solution of oxalyl chloride (1 .25 mL) and a catalytic amount of DMF were 

added to benzyl 4-[2-(hydroxycarbonylmethoxy)phenyl]piperidinecarbamate (0.462 g) in 
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DCM (20 mL) at 0 °C. The mixture was warmed to ambient temperature and stirred for 3 h. 
The reaction was concentrated, the residue re-dissolved in DCM (20 mL). A 1M solution of 
dimethylamine in tetrahydrofuran (10 mL) was added and stirred 1 h. The reaction was 
extracted sequentially with IN aqueous HC1, aqueous sodium bicarbonate and brine. The 
5 organic phase was dried and evaporated to give the title compound (0.433 g) as a colorless oil. 
MS: m/z=397 (M+H). 'H NMR (CDC1 3 ) 6 7.62-6.70 (m 5 9H, Ar-H), 5.22 (s, 2H, Ph-CH 2 ), 
4.70 (s, 2H, 0-CH 2 -CO), 3.25 (m, 1H), 3.10 (s, 3H, N-CH 3 ), 3.03 (s, 3H, N-CH 3 ), 2.94 (m, 
3H), 1.89 (m, 2H), 1.62 (m, 3H). 

d) 4-[2-(N,N-dimethylcarbamoylmethoxy)phenyl]piperidine hydrochloride. 

10 An ethanol (20 mL) solution of benzyl 4-[2-(N,N-dimethy Icarbamoylmethoxy)- 

phenyljpiperidinecarbamate (0.425 g) was N-deprotected by hyrogenation at 1 atm in the 
presence of 5% palladium on carbon catalyst (0.200 g) for 3 h to give the title compound 
(0.275 g) as a colorless oil. MS: m/z=263 (M+H). ] H NMR (CDC1 3 ) 6 7.25-6.70 (m, 4H, Ar- 
H), 4.70 (s, 2H, 0-CH 2 -CO), 3.25 (m,lH), 3.10 (s, 3H, N-CH 3 ), 3.03 (s, 3H, N-CH 3 ), 2.94 (m, 

15 3H), I.89(m,2H5, 1.62 (m,3H). 

Example 68 

N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[2-methylsulfinylmethyIphenyl]-l-piperidinyl]buty^ 
N-methyl-3-cyano-l-naphthamide citrate. 

20 30% aqueous hydrogen peroxide (0.01 5g) was added to a solution of N-[(S)-2-(3,4- 

dichlorophenyl)-4-[4-[2-methylthiomethylphenyl]-l-piperidinyl]butyl]-N-methyl-3-c^ 
naphthamide (0.070 g) in acetic acid (2 mL) and the mixture stirred for 30 min. Acetic acid 
was evaporated, the residue dissolved in ethyl acetate and extracted with aqueous sodium 
bicarbonate. The organic phase was dried and evaporated and the residue converted to the 

25 citrate salt under standard conditions to give the title compound (0.078 g) as a white powder. 
MS: m/z=646 (M+H). ! H NMR (CDC1 3 , selected resonances) 8 8.21 (m, 1H), 7.90 (m 5 1H), 
7.95-7.00 (m, 1 1H), 4.30 (m, 1H, Ar-CH 2 -S), 3.96 (m, 1H, Ar-CH 2 -S), 3.22 (s, 3H, S-CH 3 ), 
2.51 (s, 3H,N-CH 3 ). 



30 
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a) tert-Butyl 4-(2-hydroxymethylphenyl)piperidinecarbamate 

A 1M borane solution in tetrahydrofuran (6 mL) was added to a solution of tert-butyl 
4-(2-hydroxycarbonylphenyl)piperidinecarbamate (0.915 g) (prepared from 4-(2-methoxy- 
carbonylphenyl)piperidine [Example 20] by N-protection using di-tert-butyldicarbonate 
5 followed by saponification of the methyl ester with lithium hydroxide) in tetrahydrofuran (20 
mL) at 0 °C. The reaction was warmed to ambient temperature and stirred overnight. The 
reaction was quenched with methanol and IN aqueous HC1 then extracted with diethyl ether. 
The organic phase was separated and extracted sequentially with aqueous sodium bicarbonate 
and brine. The organic phase was dried and evaporated to give the title compound (0.906 g) 
10 as a colorless oil. MS: m/z=192 (M-Boc). 'H NMR (CDC1 3 ) 6 7.28 (m, 4H, Ar-H), 4.75 (d, 
2H, Ar-CH 2 -0), 3.05 (m, 1H), 2.83 (m, 3H), 1.70 (m, 5H), 1.49 (s, 9H). 

b) tert-Butyl 4-(2-chloromethylphenyl)piperidinecarbamate. 
Hexachloroacetone (2.61 g) was added to a solution of triphenylphosphine (0.830 g) 

and tert-butyl 4-(2-hydroxymethylphenyl)piperidinecarbamate (0.838 g) in toluene (25 mL). 
15 The reaction was stirred for 1 h the evaporated. The residue was purified by chromatography 
(6:1 hexanes: ethyl acetate) to give the title compound (0.867 g) as a colorless oil. MS: 
m/z=210 (M+H). ! H NMR (CDC1 3 ) 8 7.28 (m, 4H, Ar-H), 4.75 (s, 2H, Ar-CH 2 -Cl) ; 3.05 (m, 
1H), 2.83 (m, 3H), 1 .70 (m, 5H), 1 .49 (s, 9H). 

c) 4-(2-Methylthiomethylphenyl)piperidine. 

20 Sodium thiomethoxide (0.220 g) tetra-n-butylammonium bromide (0.100 g) and tert- 

butyl 4-(2-chloromethylphenyl)piperidinecarbamate (0.867 g) were combined in acetone (20 
mL) under nitrogen and stirred for 6 h, then heated under reflux for 90 min. The reaction was 
diluted with aqueous sodium bicarbonate and diethyl ether. The organic phase was dried and 
evaporated and the residue purified by chromatography (6:1 hexanes: ethyl acetate) to give 

25 tert-butyl 4-(2-methylthiomethylphenyl)piperidinecarbamate (0.471 g) as a yellow oil. MS: 
m/z=222 (M-Boc). ! H NMR (CDC1 3 ) 5 7.1 8 (m, 4H, Ar-H), 3.68 (s, 2H, Ar-CH 2 -S), 3.04 (m, 
1H), 2.80 (m,3H), 2.04 (s, 3H, S-CH 3 ), 1 .70 (m, 5H), 1 .49 (s, 9H). This material was N- 
deprotected with HC1 according to the conditions described for Example 21 d to afford 4-(2- 
methylthiomethylphenyl)piperidine. *H NMR (CDC13) 87.30 (m, 4H, Ar-H) 5 3.77 (s, 2H), 

30 3.63 (m, 2H), 3.10 (m, 3H), 2.25 (m, 2H) 3 2.04 (s, 3H, S-CH 3 ), 1.95 (m, 2H). 



WO 00/02859 



-99- 



PCT/GB99/02178 



d) N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[2-methylthiomethylphenyl]-l^ 
N-methyl-3-cyano-l -naphthamide. 

Using the reductive amination conditions described in Example 63, 4-(2-methylthio- 
methylphenyl)piperidine was reacted with N-[2-(S)-(3,4-dichlorophenyl)]-4-oxobutyl-N- 
5 methyl-3-cyano- 1 -naphthamide, the product was isolated by extraction and used without 
purification. MS: m/z=630 (M+H). 

Example 69 

N-[(S)-2K3,4-Dichlorophe 
10 ethyl-3-cyano-l-naphthamide. 

Using standard acylation conditions, 3-cyano-l -naphthoic acid (0.1 18 g) was 
converted to the acid chloride and reacted with N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[(S)-2- 
methylsulfinylphenyl]-l-piperidinyl]butyl]-N-ethylamine (0.336 g) (prepared according to 
methods described for N-[(S)-2-(3,4-dichlorophenyl)-4-[4-[(S)-2-methylsulfmylphenyl]-l - 
1 5 piperidinyl]butyl]-N-methylamine, except ethyl chloroformate was used in place of acetyl 
chloride for the amine acylation prior to amide reduction), mp 1 15-1 18 °C (dec); *H NMR 
(300 MHz, DMSO-d 6 ) 5 8.65 (d) ? 8.10 (m), 7.95-7.15 (m), 6.50 (m), 3.60 (s), 3.25-2.95 (m), 
2.95-2.40 (m), 2.40-1 .70 (m), 1.35 (m), 0.9 (m); MS APCI, m/z = 646 (M*). 

20 Example 70 

The following illustrates representative pharmaceutical dosage forms which may be 
used for the therapeutic or prophylactic administration of a compound of formula I or IX or a 
pharmaceutical^ acceptable salt or in vivo hydrolysable ester thereof hereinafter referred to as 
'Compound X 1 ): 
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1 ablet l 


mg/taoiet 


iw/Oinpouiiu a 


inn n 


Lactose 




Povidone 


15.0 


Croscarmellose sodium 


12.0 


Microcrystalline cellulose 


92.5 


Magnesium stearate 


3.0 




300.0 



10 (ii) Tablet 2 me/tablet 
'Compound X' 20.0 
Microcrystalline cellulose 4 1 0.0 
Starch 50.0 
Sodium starch glycolate 15.0 

1 5 Magnesium stearate 5.0 

500.0 

(iii) Capsule mg/capsule 
•Compound X' 5.9 

20 Lactose 392.9 

Sodium lauryl sulphate 1.2 

400.0 

(iv) Capsule 2 mg/capsule 
25 'Compound X' 29.6 

Lactose 331.4 
Sodium Lauryl Sulphate 1.0 

362.0 
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(v) Injection 1 (1 mg/mL) mg/mL 

'Compound X' (free acid form) 1 .0 

Dibasic sodium phosphate 12.0 

Monobasic sodium phosphate 0.7 

5 Sodium chloride 4.5 

1 .0 N Sodium hydroxide solution q.s. 
(pH adjustment to 7.0-7.5) 

Water for injection q.s. ad 1 mL 

10 (vi) Injection 2 (10 mg/mL) mg/mL 

'Compound X' (free acid form) 10.0 

Monobasic sodium phosphate 0.3 

Dibasic sodium phosphate 1 . 1 

Polyethylene glycol 400 200.0 

15 0.1 N Sodium hydroxide solution q.s. 
(pH adjustment to 7.0-7.5) 

Water for injection q.s. ad- 1 mL 

(vii) Aerosol 

20 'Compound X' lg 



HFA 227 or HFA 134A with 5% ethanol 

It will be appreciated that the above pharmaceutical compositions may be varied 
according to well-known pharmaceutical techniques to accommodate differing amounts and 
25 types of active ingredient 'Compound X'. The aerosol (vii) may be used in conjunction with a 
standard, metered dose aerosol dispenser. 
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CLAIMS 



1. 



A compound of the formula (I): 



R' 



,6 



X3 



N 




5 



(I) 



wherein: 



R is alkyl; 



10 R Ms optionally substituted phenyl, 2-oxo-tetrahy dro- 1 (2H)-pyrimidiny 1, or 2-oxo- 1 - 
piperidinyl; 

R2 is hydrogen, alkoxy, alkanoyloxy, alkoxycarbonyl, alkanoylamino, acyl, alkyl, carbamoyl, 
N-alkylcarbamoyl, N,N-dialkylcarbamoyl where the alkyl groups are the same or different, 
hydroxy, thioacyl, thiocarbamoyl, N-alkylthiocarbamoyl, or N,N-dialkylthiocarbamoyl where 
1 5 the alkyl groups are the same or different. 

X] and X2 are independently hydrogen or halo, provided that at least one of Xi or X2 is halo; 
and 

R3 R4 R5 and R6 are independently hydrogen, cyano, nitro, trifluoromethoxy, 
trifluoromethyl, or alkylsulfonyl, provided that at least one of R3, R* 5 R* s and R6 is not 
20 hydrogen; 

or a pharmaceutically acceptable salt or an in vivo hydrolysable precursor thereof. 

2. A compound according to claim 1 wherein Ri is phenyl optionally substituted by 
25 Cj^alkyl, C N6 alkylthio; Ci^alkylsulfinyl; C]. 6 alkylsulfonyl; Ci. 6 alkoxy; hydroxy; amino; 
halo; carboxy; Ci^alkoxycarbonyl; nitro; Ci^alkylamino; di-Cj^alkylamino; trifluoromethyl; 
carbamoyl; Cj^alkylcarbamoyl; di-Ci^alkylcarbamoyl; trifluoromethylthio; 
trifluoromethylsulfinyl; trifluoromethylsulfonyl; Ci^alkanesulfonamido; C^alkanoyl; 
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N-Cj^alkoxy, N-Ci^alkylamino; Cj^alkanoylamino; ureido; Cj. 6 alkylureido; di-C|_ 
salkylureido; Ci^alkylsulfonyloxy; 2-oxopyrrolidino; N-oxo-N,N-di-Ci.6alkylamino; Cj. 
6 alkoxycarbonylamino; Cj^alkoxycarbonylcarbonylamino; Ci^alkylcarbamoylCj^alkoxy; 
di-C i -6alky Icarbamoyl- 
5 C^alkoxy; and C ] .gaiky 1 substituted by any of the hereinabove substituents. 

3. A compound according to either claim 1 or claim 2 wherein R 1 is a phenyl group 
substituted in the ortho-position by Ci^alkylthio; Cj^alkylsulfinyl; Cj^alkylsulfonyl; 
trifluoromethylthio; trifluoromethylsulfinyl; Cj^alkanesulfonamido; Cj^alkanoyl; 
10 C^alkoxycarbonyl; succinamido; carbamoyl; Ci^alkylcarbamoyl; di-Ci.6alkylcarbamoyl; 
Ci-6alkoxy; C^alkylcarbamoyl; Cj^alkanoylamino; ureido; Ci^alkylureido, di-C]. 
6alkylureido; amino; Ci^alkylamino or di-C^alkylamino and optionally is further 
substituted. 

15 4. A compound according to any one of claims 1 to 3 wherein Ri is phenyl substituted in 
the ortho-position by methylsulfmyl, methylsulfonyl, methylureido, dimethylureido, amino, 
methylamino or dimethylamino. 



5. A compound according to any one of claims 1 to 4 wherein Ri is: 

20 




(la) 

wherein Ra is hydrogen, Cj^alkoxy, halo, Cj^alkylsulfinyl or carboxy. 

25 

6. A compound according to any one of claims 1-5 wherein Ri is phenyl and any ortho- 
methylsulfinyl substituent has the (S)-configuration. 
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7. A compound according to any one of claims 1 to 4 wherein R* is 2-oxotetrahydro- 
l(2H)-pyrimidinyl. 

8. A compound according to any one of claims 1 to 4 wherein Ri is 2-oxo-l-piperidinyl. 

5 

9. A compound according to any one of claims 1 to 8 wherein R2 is hydrogen. 

10. A compound according to any one of claims 1 to 6 which is: 




6 



wherein R* is hydrogen, Ci^alkoxy, halo, Ci^alkylsulfinyl or carboxy; R3 is hydrogen; R4 is 
cyano or nitro; R* is hydrogen or cyano; and R6 is hydrogen. 

15 11. N-[(S)-2-(3,4-Dichlorophenyl)-4-[4-[(S)-2-methylsulfmylphenyl]-l -piperidinyl]butyl]- 
N-methyl-3-cyano-l-naphthamide or a pharmaceutical^ acceptable salt thereof. 

12. N-[(S)-2-(3,4-DicMorophenyO 

piperidinyl]butyl]-N-methyl-3-cyano-l-naphthamide or a pharmaceutically acceptable salt 
20 thereof. 



13. 



A compound of the formula (IX): 
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X 1 x 2 

(IX) 

wherein R9 is hydrogen or a group R as defined in claim 1, Xj, X2 and R3-R6 are as defined in 
5 claim 1 ; and R8 is -CHO, -CH2OR 10 wherein R 10 is hydrogen or an ester thereof or C^alkyl, 
or a pharmaceutical^ acceptable salt or in vivo hydrolysable precursor thereof. 

14. A compound according to any one of claims 1-10 and 1 3 in the form of a base or 
pharmaceutical^ acceptable salt wherein R is methyl. 

10 

15. A pharmaceutical composition which comprises a compound according to any one of 
claims 1 to 14 and a pharmaceutically acceptable carrier. 

1 6. A method of treating a disease condition wherein antagonism of at least one 

1 5 tachykinin receptor is beneficial which comprises administering to a patient in need thereof an 
effective amount of a compound according to any one of claims 1 to 14. 

1 7. A process for preparing a compound of the formula (I) or a pharmaceutically 
acceptable salt or an in vivo hydrolysable precursor thereof which process comprises: 

20 a) reacting a compound of the formula (III) with a compound of the formula (IV): 
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wherein R 5 R1-R6, X] and X2 are as defined in claim 1 ; and L and L 1 are groups such that 
reductive amination of the compounds of the formulae (III) and (IV) forms a N-C bond; or 
b) reacting a compound of the formula (V) with a compound of the formula (VI): 




wherein R1-R6, R2, Xj and X 2 are as defined in claim 1 ; and L2 is a leaving group; wherein 
any other functional group is protected, if necessary, and: 
i) removing any protecting groups; 
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) optionally forming a pharmaceutically acceptable salt or in vivo hydrolysable 
precursor. 



INTERNATIONAL SEARCH REPORT 



Inter wal Application No 

PCT/GB 99/02178 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C07D211/24 C07D211/34 A61K31/445 C07D211/28 C07D211/26 
C07D401/10 C07D211/18 C07D401/04 C07D211/76 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C070 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with indication , where appropriate, of the relevant passages 



Relevant to claim No. 



EP 0 559 538 A (SANOFI ELF) 
8 September 1993 (1993-09-08) 
page 21; examples 

EP 0 630 887 A (ZENECA LTD) 
28 December 1994 (1994-12-28) 
cited in the application 
claim 1; examples 



1,16 



1,16 



m 



Further documents are listed in the continuation of box C. 



ID 



Patent family members are listed in annex. 



• Special categories of cited documents : 

'A' document defining the general state of the art which is not 

considered to be of particular relevance 
"E* earlier document but published on or after the international 
fifing date 

L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"0" document referring to an oral disclosure, use. exhibition or 
other means 

■P' document published prior to the international filing date but 
later than the priority date claimed 



T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

*&" document member of the same patent family 



Date of the actual completion of the international search 



30 September 1999 



Date of mailing of the international search report 



08/10/1999 



Name and mailing address of the ISA 

European Patent Office. P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70)340-2040. Tx. 31 651 epo nl, 
Fax: (+31-70)340-3016 



Authorized officer 



De Jong, B 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



Inter xtai Application No 

PCT/GB 99/02178 



C(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * Citation oi document, with indication. where appropriate, of the relevant passages 



Relevant to daim No. 



EMONDS-ALT X ET AL: "PHARMACOLOGICAL 
PROFILE AND CHEMICAL SYNTHESIS OF SR 
48968, A NON -PEPTIDE ANTAGONIST OF THE 
NEUROKININ A (NK2) RECEPTOR" 
BIOORGANIC & MEDICINAL CHEMISTRY LETTERS, 
vol. 3, no. 5, 

I January 1993 (1993-01-01), pages 
925-930, XP002068450 

ISSN: 0960-894X 
compound 13 

EP 0 515 240 A (SANOFI ELF) 
25 November 1992 (1992-11-25) 
page 23; claim 1 

EP 0 428 434 A (SANOFI SA) 
22 May 1991 (1991-05-22) 
claim 1; table I 

EP 0 474 561 A (SANOFI SA) 

II March 1992 (1992-03-11) 
claim 1; examples 6,29,30 



1,16 



1,16 
1,16 
1,16 



Form PCT/ISA/210 (continuation of second shoot) (Jury 1992) 



page 2 of 2 



INTERNATIONAL SEARCH REPORT 



I. national application No. 

PCT/GB 99/02178 



Box J Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) tor the following reasons: 



X Claims Nos.: 16 

— because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claim 16 

is directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound. 

2. I J Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. || Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4<a). 

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . | | As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' — ■ searchable claims. 



2. I I As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. T H As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
1 — 1 covers only those claims for which fees were paid, specifically claims Nos.: 



4. | No required additional search fees were timely paid by the applicant Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest | The additional search fees were accompanied by the applicant's protest. 

No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet fill (Julv 1998) 



INTERNATIONAL SEARCH REPORT 

.■formation on patent family members 



Inter 



onal Application No 

PCT/GB 99/02178 



Patent document 


Publication 




Patent family 


Publication 


cited in search report 


date 




members) 


date 


EP 0559538 A 


08-09-1993 


FR 


2688218 A 


10-09-1993 




FR 


2688219 A 


10-09-1993 




CA 


2090785 A 


04-09-1993 




WO 


9318002 A 


16-09-1993 




HU 


70167 A 


28-09-1995 




10 

Jr 


0b0/4<ib 1 


25-08-1994 




MX 


9301158 A 


01-09-1993 




US 


5674881 A 


07-10-1997 




US 


5773620 A 


30-06-1998 


EP 0630887 A 


28-12-1994 


AT 


182583 T 


15-08-1999 




AU 


673063 B 


24-10-1996 




AU 


6320394 A 


15-12-1994 




CA 


2124048 A 


25-11-1994 




CN 


1098094 A 


01-02-1995 




DE 


69419667 0 


02-09-1999 




FI 


942381 A 


25-11-1994 




HU 


70445 A 


30-10-1995 




IL 


109734 A 


24-09-1998 




IL 


120895 A 


24-09-1998 




JP 


6340625 A 


13-12-1994 




NO 


941906 A 


25-11-1994 




NZ 


260566 A 


26-07-1996 




US 


5654299 A 


05-08-1997 


EP 0515240 A 


25-11-1992 


FR 


2676054 A 


06-11-1992 




AT 


158574 T 


15-10-1997 




AU 


657321 B 


09-03-1995 




AU 


1591892 A 


05-11-1992 




CA 


2067924 A 


04-11-1992 




CS 


9201328 A 


18-11-1992 




DE 


69222352 D 


30-10-1997 




DE 


69222352 T 


09-04-1998 




DK 


515240 T 


11-05-1998 




ES 


2109987 T 


01-02-1998 




FI 


921950 A 


04-11-1992 




GR 


3025277 T 


27-02-1998 




HU 


65273 A,B 


02-05-1994 




IL 


101762 A 


16-10-1996 




JP 


5140103 A 


08-06-1993 




MX 


9202026 A 


01-11-1992 




NO 


178572 B 


15.-01-1996 




NZ 


242584 A 


27-04-1995 




RU 


2089547 C 


10-09-1997 




US 


5606065 A 


25-02-1997 




US 


5411971 A 


02-05-1995 


EP 0428434 A 


22-05-1991 


FR 


2654100 A 


10-05-1991 




FR 


2663329 A 


20-12-1991 




AU 


668018 B 


18-04-1996 




AU 


5924594 A 


02-06-1994 




AU 


649973 B 


09-06-1994 




AU 


6583890 A 


23-05-1991 




CA 


2029275 A 


07-05-1991 




FI 


97540 B 


30-09-1996 




FI 


952956 A 


15-06-1995 




FI 


952957 A 


15-06-1995 




FI 


980227 A 


02-02-1998 



Form PCT/1SA£10 (paiam family ann«) (July 1992) 



page 1 of 2 



INTERNATIONAL SEARCH REPORT 

..iformatlon on patent family members 



Intei onal Application No 

PCT/GB 99/02178 



raieni oocurneni 






raieni TaJTllly 


rUDJlt-aDOn 


cited in search report 


date 




members) 


date 


EP 0428434 A 




IL 


96241 A 


31-03-1996 






IL 


111292 A 


31-03-1996 






JP 


3206086 A 


09-09-1991 






LV 


10713 A 


20-06-1995 






LV 


10713 B 


20-10-1995 






MX 


9203638 A 


01-09-1992 






NO 


177299 6 


15-05-1995 


• 




NO 


950239 A, B, 


07-05-1991 






NO 


950240 A,B, 


07-05-1991 






PL 


166565 B 


30-06-1995 






PL 


166582 B 


30-06-1995 






PT 


95790 A 


13-09-1991 






RU 


2084453 C 


20-07-1997 






US 


5686609 A 


11-11-1997 






US 


5618938 A 


08-04-1997 






US 


5317020 A 


31-05-1994 






PL 


165758 B 


28-02-1995 






PL 


165854 B 


28-02-1995 


EP 0474561 A 


11-03-1992 


FR 


2666335 A 


06-03-1992 ' 






FR 


2678267 A 


31-12-199^ - 






AT 


174332 T 


15-12-1998 






AU 


657272 B 


09-03-1995 






AU 


8354291 A 


12-03-1992 






CA 


2050639 A,C 


06-03-1992 






CS 


9102724 A 


18-03-1992 






DE 


69130597 D 


21-01-1999 






DE 


69130597 T 


20-05-1999 






ES 


2127722 T 


01-05-1999 






FI 


914174 A,B, 


06-03-1992 






HU 


9500521 A 


30-10-1995 






IL 


99320 A 


31-07-1995 






JP 


2620435 B 


11-06-1997 






JP 


4261155 A 


17-09-1992 






LT 


585 A,B 


27-12-1994 






LV 


10606 A 


20-04-1995 






LV 


10606 B 


20-04-1996 






NO 


177226 B 


02-05-1995 






NZ 


239661 A 


27-06-1994 






DI 

rL 










PT 


98849 A,B 


31-07-1992 






SG 


47703 A 


17-04-1998 






RU 


2070196 C 


10-12-1996 






US 


5350852 A 


27-09-1994 






US 


5236921 A 


17-08-1993 






MX 


9102003 A 


01-12-1992 





Cnnm PTT/IRA/stn tmitkM familv annex! JJuh/ 199?* 



